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1. 5,541,219, Jul. 30, 1996, l-Alkoxy-2- (alkoxy- or cycloalkoxy- ) -4 - 
(cyclothioalkyl- or cyclothioalkenyl-) benzenes as inhibitors of cyclic 
AMP phosphodiesterase and tumor necrosis factor; Garry Fenton, et al 
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4. 5,470,878, Nov. 28, 1995, Cell signaling inhibitors; John Michnick, 
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5. 5,409,934, Apr. 25, 1995, Xanthine derivatives; David G. Smith, et 
al., 514/263, 826; 544/267, 268, 272 [IMAGE AVAILABLE] 
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SUMMARY : 
BSUM ( 6 ) 

Excessive or unregulated **TNF** production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia, secondary to acquired immune deficiency syndrome 
(AIDS) , AIDS, ARC (AIDS related complex) , keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 

SUMMARY : 
BSUM(271) 

Excessive or unregulated **TNF** production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia secondary to acquired immune deficiency syndrome" 
(AIDS) , AIDS, ARC (AIDS related complex) , keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis and pyresis. 
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SUMMARY: 

BSUM (6) 

Excessive or unregulated **TNF** production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia, secondary to acquired immune deficiency syndrome 
(AIDS), AIDS, ARC (AIDS related complex), keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 

SUMMARY : 
BSUM(271) 

Excessive or unregulated **TNF** production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia secondary to acquired immune deficiency syndrome 
(AIDS) , AIDS, ARC (AIDS related complex) , keloid formation, scar tissue 
formation, **Crohn** ■ **s** **disease**, ulcerative coliris and pyresis. 
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DETD ( 82 ) 

Badger et al . WO 92/14462 also discloses various mammalian conditions 
for which **TNF** is implicated in mediating or exacerbating. These 
conditions include: rheumatoid arthritis, rheumatoid spondylitis, 
osteoarthritis, gouty arthritis and other arthritic conditions;, 
reperfusion injury, graft vs. host reaction, fever and myalgias due to 
infection, such as influenza, keloid formation, scar tissue formation, 
**Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 
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SUMMARY : 

BSUM(7) 

Excessive or unregulated **TNF** production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia, secondary to acquired immune deficiency syndrome 
(ADS), AIDS, ARC (AIDS related complex), keloid formation, scar tissue 
formation, **Crohn** ■ ** s ** **disease**, ulcerative colitis, or pyresis. 

DETDESC : 
DETD (81) 

Excessive or unregulated * * TNF * * production has been implicated in 
mediating or exacerbating a number of diseases including rheumatoid 
arthritis, rheumatoid spondylitis, osteoarthritis, gouty arthritis, 
or malignancy, cachexia secondary to acquired immune deficiency syndrome 
(AIDS), AIDS, ARC (AIDS related complex), keloid formation, scar tissue 
formation, **Crohn** ' ** s ** **disease**, ulceralive coliris and pyresis. 
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SUMMARY : 

BSUM(9) 

The compounds of this invention also inhibit the production of Tumor 
Necrosis Factor (**TNF**) , a serum glycoprotein. Excessive or unregulated 
**TNF** production has been implicated in mediating or exacerbating a 
number of diseases including rheumatoid arthritis, rheumatoid 
spondylitis, osteoarthritis, gouty arthritis. . . malignancy, cachexia 
secondary to human acquired immune deficiency syndrome (AIDS) , AIDS, ARC 
(AIDS related complex) , keloid formation, scar tissue formation, 
**Crohn** ' ** s ** **disease**, ulcerative colitis, or pyresis, in addition 
to a number of autoimmune diseases, such as multiple sclerosis, 
autoimmune diabetes and systemic. 
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SUMMARY: 



BSUM ( 9 ; 



**Crohn**'**s** **disease** and ulcerative colitis are chronic 
inflammatory bowel diseases of unknown etiology but there is 
circumstantial evidence that immune mechanisms play. . . lesion and 
that cytokines produced by lymphoid cells may be critical for the 
extraintestinal sequelae of the disease. In both **Crohn** • **s** 
**disease** and ulcerative colitis, activation of macrophages seems to be 
a key feature and increased production of the macrophage -derived 
cytokines **TNF**- . alpha . , IL-1, and IL-6 have been reported in both 
diseases. A recent study determined the location and tissue density of 
cells immunoreactive for **TNF**- . alpha, in intestinal specimens from 24 
patients with chronic inflammatory bowel disease (15 with Crohn's 9 with 
ulcerative colitis) and 11 controls (14) . There was significantly' 
increased density of **TNF**- . alpha, immunoreactive cells in the lamina 
propria of both ulcerative colitis and **Crohn** 1 **s** **disease** 
specimens suggesting that this degree of **TNF**- . alpha . production 
probably contributes significantly to the pathogenesis of both 
**Crohn**'**s** **disease** and ulcerative colitis by impairing the 
integrity of epithelial and endothelial membranes, increasing 
inflammatory cell recruitment, and by prothrombotic effects 
=> d 13 1-6 date 
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DETD(178) 

aJpha™*^ ° f tUmor necrosis factor, especially 

forEula T 6 P resent invention provides compounds of 

formula I, and compositions containing compounds of formula I which are 

?o U cnnJ^ 3 mSth £ d **5 reatin 9** * patient suffering from^'or sSjec? 

to conditions which can be ameliorated by the administration of an 
inhibitor of .alpha. -**TNF**. For example compounds of the presen? 

arthritis 1 S3 ^J? 1 ?* -Nation, arthritis, rheumltolf 

arthritis and other arthritic conditions such as rheumatoid spondvliti s 

-treatment-"^ 3 - Additionall y' the compounds are userS L in ? ° ndylltlS 

treatment** of sepsis, septic shock, gram negative sepsis toxic shook 
syndrome, acute respiratory distress syndrome, asthma Snd othe? Tronic 
pulmonary diseases, bone resorption diseases, reperfusion iniSry Saft 

usefSfin'tf 1 ^ 3 ^/ 1109 ^^ lection. Furthermore? ?L c^ung f re 
useful in the -treatment** of infections such as viral infections and 



parasitic infections, for example malaria such as cerebral malaria fever 
.and myalgias due. . . to AIDS or to cancer. Other disease states that 
may be treated with the compounds of the present invention include 
**Crohn**'**s** **disease**, ulcerative colitis, pyresis, systemic lupus 
erythematosus, multiple sclerosis, type I diabetes mellitus, psoriasis 
Bechet's disease, anaphylactoid purpura nephritis, chronic 
glomerulonephritis, inflammatory bowel disease and leukemia A special 
embodiment of the **therapeutic** methods of the present invention is the 
**treating** of joint inflammation. 
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DETDESC : 
DETD (43) 

Excessive or unregulated **TNF** (tumor necrosis factor) production is 
implicated in mediating or exacerbating a number of diseases including 
rheumatoid arthritis, rheumatoid spondylitis, osteoarthritis, . to 
infection, AIDS or malignancy, AIDS, other viral infections (e g' CMV 
influenza, adenovims, herpes family), keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis 
The inventive compounds or pharmaceutical^ acceptable salts thereof can 
be used m the manufacture of a medicament for the prophylactic or 
**therapeutic** **treatment** of any disease state in a human or other 
mammal, which is exacerbated or signaled through the present second 
messenger cellular phospholipid-based signaling pathway and by excessive 
or unregulated production of "first messenger" inflammatory cytokines 
such as **TNF** or IL-1. With regard to **TNF** first messenger 
signaling, there are several disease states in which excessive or 
unregulated **TNF** production by monocytes/macrophages is implicated in 
exacerbating or causing the disease. These include, for example 
neurodegenerative diseases such as Alzheimers. . . and adult' 
respiratory distress syndrome (Miller et al . , Lancet 2(8665) :712, 1989) 
The inventive compounds may be used topically in the **treatment** of 
prophylaxis of topical disease states mediated or exacerbated by 
excessive * * TNF * * or IL-1, such as viral infections (herpes or viral 
conjunctivitis) , psoriasis, fungal or yeast infections (ringworm 
athletes foot, vaginitis, dandruff, etc.) or other dermatologic 
hyperprol iterative disorders. High **TNF** levels have been implicated in 
acute malaria attacks (Grau et al . , N. Engl. J. Med. 320:1585, 1989) 
chronic pulmonary inflammatory. . . ' 
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SUMMARY: 

BSUM(285) 

Accordingly, the new pyrazole derivatives (I) and a pharmaceutical^ 
acceptable salt thereof can be used for prophylactic and **therapeutic** 
**treatment** of IL-1 and * *TNF* * mediated diseases such as chronic 
inflammatory diseases (e.g. rheumatoid arthritis, osteoarthritis, etc ) 
osteoporosis, rejection by transplantation, asthma, endotoxin shock, 
specific. . . polychondritis, scleroderma, Wegener granulamotosis 
dermatomyositis, chronic active hepatitis, myasthenia gravis, psoriasis, 
idiopathic sprue, autoimmune inflammatory bowel disease (e.g. ulcerative 
colitis, **Crohn**-**s** **disease**, etc.), endocrine opthalmopathy, 



Prave 1 s disease , sarcoidosis , multiple scleosis , primary billiary 
cirrhosis, juvenile diabetes (diabetes mellitus type I), Reiter's 
syndrome, non. 
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DETDESC: 

DETD (44 ) 

Excessive or unregulated **TNF** (tumor necrosis factor) production is 
implicated in mediating or exacerbating a number of diseases including 
rheumatoid arthritis, rheumatoid spondylitis, osteoarthritis, ... to 
infection, AIDS or malignancy, AIDS, other viral infections (e.g., CMV, 
influenza, adenovirus, herpes family) , keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 
The inventive compounds or pharmaceutically acceptable salts thereof can 
be used in the manufacture of a medicament for the prophylactic or 
**therapeutic** **treatment** of any disease state in a human or other 
mammal, which is exacerbated or signaled through the present second 
messenger cellular phospholipid-based signaling pathway and by excessive 
or unregulated production of "first messenger" inflammatory cytokines 
such as **TNF** or IL-1. With regard to **TNF** first messenger 
signaling, there are several disease states in which excessive or 
unregulated **TNF** production by monocytes/macrophages is implicated in 
exacerbating or causing the disease. These include, for example, 
neurodegenerative diseases such as Alzheimers. . . and adult 
respiratory distress syndrome (Miller et al . , Lancet (1989) 2 (8665) : 712) . 
The inventive compounds may be used topically in the **treatment** of 
prophylaxis of topical disease states mediated or exacerbated by 
excessive **TNF** or IL-1, such as viral infections (herpes or viral 
conjunctivitis), psoriasis, fungal or yeast infections (ringworm, 
athletes foot, vaginitis, dandruff, etc.) or other dermatologic 
hyperprolif erative disorders. High **TNF** levels have been implicated in 
acute malaria attacks (Grau et al . , N. Engl. J. Med. (1989) 320:1585), 
chronic pulmonary inflammatory. 
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SUMMARY : 

BSUM(IO) 

In addition these compounds may also have potential as inhibitors of the 
production of tumour necrosis factor (**TNF**) and hence have potential 
for the **treatment** of human immunodeficiency virus (HIV) , acute immune 
deficiency syndrome (AIDS) , rheumatoid arthritis, rheumatoid spondylitis, 
osteoarthritis, gouty arthritis and other arthritic. . . to infection, 
such as influenza, cachexia secondary to infection or malignancy, 
cachexia secondary to AIDS, keloid formation, scar tissue formation, 
**Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 
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DETDESC : 



DETD (183) 



Accordingly, the new pyrazole derivatives (I) and a pharmaceutical^ 
•acceptable salt thereof can be used for prophylactic and ** therapeutic** 
**treatment** of IL-1 and **TNF** mediated diseases such as chronic 
inflammatory diseases (e.g. rheumatoid arthritis, osteoarthritis etc ) 
osteoporosis, rejection by transplantation, asthma, endotoxin shock 
specific. . . polychondritis, scleroderma, Wegener granulamotosis 
dermatomyositis, chronic active hepatitis, myasthenia gravis, psoriasis 
idiopathic sprue, autoimmune inflammatory bowel disease (e.g ulcerative 
colitis **Crohn**'**s** **disease**, etc.), endocrine opthalmopathy, 
Grave's disease, sarcoidosis, multiple scleosis, primary billiary 
cirrhosis, juvenile diabetes (diabetes mellitus type I), Reiter's 
syndrome, non. 
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SUMMARY: 

BSUM(6) 

In addition to septic shock and cachexia, **TNF** has been implicated in 
the pathophysiology of rheumatoid arthritis (RA) , inflammatory bowel 
disease (IBD) , multiple sclerosis (MS) and AIDS and. . . patients In 
rheumatoid arthritis, for instance, there is evidence of macrophage 
activation with demonstration of increased amounts of two monokines 
**TNF**-. alpha, and IL-1, in the serum but even more in the synovial 
fluid. **TNF** -.alpha., an inducer of IL-1, is significantly elevated in 
rheumatoid arthritis but not in reactive arthritis. Moreover 
**TNF**-. alpha, levels in RA correlate with the synovial fluid leukocyte 
count and with the ESR (erythrocyte sedimentation rate) . **TNF** is an 
important mediator of immunity and inflammation and because of its 
biologic activities (activation of neutrophils, release of arachidonic 
. . of macrophage chemotactic activating protein ( [MCAP] ) is one of the 
potential mediators in chronic arthritis. Studies have shown that 
monoclonal **antibody** to **TNF** can ameliorate joint disease in murine 
collagen- induced arthritis. In these studies, anti-**TNF** administered 
prior to the onset of disease significantly reduced paw swelling and 
histological severity of arthritis without reducing the incidence 
arthritis or the level of circulating anti-type II collagen IgG. More 
relevant to human disease was the ability of the **antibody** to reduce 
the clinical score, paw swelling, and the histological severity of 
disease even when injected after the onset of. 

SUMMARY: 
BSUM(8) 

Multiple . . . central nervous system (CNS) . The majority of 
infiltrating cells at the site of demyelination are macrophages and 
T-cells. IL-1 and **TNF** in the CSF are detected at higher levels and 
more frequently m patients with active multiple sclerosis than in 
patients. . . inactive MS or with other neurological diseases. In a 
study of MS patients, Beck and colleagues found an increase of **TNF** 
and interferon production by peripheral blood mononuclear cells two weeks 
?™2f ^° d t sease exacerbation. Experimental allergic encephalomyelitis 
(EAE) is the. . . characterized demyelinating disease of the CNS in 
animals. EAE and MS share many characteristics. Ruddle and colleagues 
used a monoclonal **antibody** which neutralizes **TNF** to treat EAE in 



mice. See Ruddle et al . , J. Exp. Med., 1990, 172:1193-1200. The incidence 
•and severity of EAE in the **antibody**-treated mice were dramatically 
reduced and the onset of disease was delayed. Moreover, the authors 
reported that the preventive therapy was long-lived, extending through 
five months of observation. **TNF** - . alpha . levels were measured in serum 
samples from 73 HIV-1 seropositive patients and in samples from two 
control groups. All clinical groups of HIV-1 -infected patients, 
regardless of concurrent illness, had significantly elevated levels of 
both types of soluble **TNF** receptors (sTNFRs) and immunoreactive 
**TNF**- .alpha. , with the highest concentrations among the AIDS patients 
These **TNF** parameters were significantly correlated with reduced CD4 + 
lymphocyte counts. The raised levels of immunoreactive **TNF** and sTNFRs 
strongly indicate activation of the **TNF** -. alpha . system during HIV-1 
infection. Levels increase with disease progression and degree of 
immunodeficiency. Thalidomide, a selective inhibitor of **TNF** -. alpha . 
synthesis, has been shown to suppress the activation of latent HIV-1 in a 
monocytoid (Ul) cell line. Associated with HIV-1 inhibition was a 
reduction in agonist -induced **TNF**- . alpha . protein and mRNA production 
The presence of thalidomide was also shown to inhibit the activation of 
virus in the peripheral. . . A recent study used reverse 
transcriptase-polymerase chain reaction on homogenized brain tissue to 
correlate the relative expression of mRNA for **TNF**- . alpha . with 
cognitive impairment and with neuropathologic changes in HIV infected 
patients. Levels of mRNA for **TNF**- . alpha . from frontal subcortical 
white matter were significantly greater in patients with HIVD (HIV 
associated dementia) than in AIDS patients without dementia or in 
seronegative controls. Elevated levels of mRNA for **TNF* *-. alpha . in 
HIVD indicate that abnormal cytokine expression may contribute to the 
pathogenesis of HIVD. Pentoxifylline (PTX) , a drug known to block 
**TNF**- .alpha . release, was tested in a phase I/II clinical trial of 
HIV- seropositive patients either alone or in combination with zidovudine 
(ZDV) . . . . after 12 weeks of PTX and ZDV compared with 8-to 9-fold 
greater levels in patients given either agent alone (p<0.05). 
**TNF**- . alpha . levels correlated with viral load (p<0.0001) in patients 
given the combined drug regimen. 

SUMMARY: 

BSUM ( 9 ) 

**Crohn** • **s** **disease** and ulcerative colitis are chronic 
inflammatory bowel diseases of unknown etiology but there is 
circumstantial evidence that immune mechanisms play. . . lesion and 
that cytokines produced by lymphoid cells may be critical for the 
extraintestinal sequelae of the disease. In both **Crohn** ' **s** 
**disease** and ulcerative colitis, activation of macrophages seems to be 
a key feature and increased production of the macrophage -derived 
cytokines **TNF** -. alpha . , IL-1, and IL-6 have been reported in both 
diseases. A recent study determined the location and tissue density of 
cells immunoreactive for **TNF**- . alpha . in intestinal specimens from 24 
patients with chronic inflammatory bowel disease (15 with Crohn's, 9 with 
ulcerative colitis) and 11 controls (14) . There was significantly 
increased density of **TNF**- . alpha . immunoreactive cells in the lamina 
propria of both ulcerative colitis and **Crohn** 1 **s** **disease** 
specimens suggesting that this degree of **TNF**- . alpha . production 
probably contributes significantly to the pathogenesis of both 
**Crohn** 1 **s** **disease** and ulcerative colitis by impairing the 
integrity of epithelial and endothelial membranes, increasing 



inflammatory cell recruitment, and by prothrombotic effects. 
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SUMMARY : 

BSUM(4) 

**TNF**, a serum glycoprotein, has been implicated in mediating or 
exacerbating various mammalian conditions such as rheumatoid arthritis, 
rheumatoid spondylitis, osteoarthritis, ... or malignancy, cachexia, 
secondary to acquired immune deficiency syndrome (AIDS) , AIDS, ARC (AIDS 
related complex) , keloid formation, scar tissue formation, 
**Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 

DETDESC : 

DETD (29) 

There are several disease states in which excessive or unregulated 
**TNF** production by monocytes and/or macrophages is implicated in 
exacerbating and/or causing the disease. These include endotoxemia and/or 
toxic shock syndrome. . . al . , Circ. Shock 30:279-292 (1990)]; 
cachexia [See, Dezube et al . , Lancet, 335 (8690): 662 (1990)]; Adult 
Respiratory Distress Syndrome where **TNF** concentration in excess of 
12,000 pg/ml have been detected in pulmonary aspirates from ARDS 
patients. [See, Miller et al . , Lancet 2 (8665); 712-714 (1989). Systemic 
infusion of recombinant * *TNF* * resulted in changes typically seen in 
ARDS [See, Ferrai-Baliviera et al . , Arch. Surg. 124 (12): 1400-1405 

(1989)]; AIDS where viral replication of latent HIV in T-cell and 
macrophage lines can be induced by **TNF** [See, Folks et al . , PNAS 
86:2365-2368 (1989)] . A molecular mechanism for the virus inducing 
activity is suggested by TNFs ability. . . which promotes HIV 
replication through binding to a viral regulatory gene sequence (LTR) 

[See, Osborn et al . , PNAS 86:2336-2340 (1989)]. **TNF** in AIDS 
associated cachexia is suggested by elevated serum **TNF** and high 
levels of spontaneous **TNF** production in peripheral blood monocytes 
from patients [See, Wright et al . , J. Immunol. 141 (l):99-104 (1988)]. 
**TNF** in Bone Resorption Diseases, including arthritis, wherein it has 
been determined that when activated, leukocytes will produce a 
bone-reasorbing activity, and data suggests that * *TNF** -. alpha . and 
**TNF**- .beta . both contribute to this activity. [See e.g., Bertolini et 
al . , Nature 319: 516-518 (1986) and Johnson et al . , Endocrinology 124 

(3): 1424-1427 (1989)]. It has been determined that **TNF** stimulates 
bone resorption and inhibits bone formation in vitro and in vivo through 
stimulation of osteoclast formation and activation combined with 
inhibition of osteoblast function. Although **TNF** may be involved in 
many bone resorption diseases, including arthritis, the most compelling 
link with disease is the association between production of **TNF** by 
tumor or host tissues; and malignancy associated hypercalcemia [See, 
Calci. Tissue Int. (US) 46 (Suppl.): S3-10 (1990)]. In Graft versus Host 
Reaction, increased serum' **TNF** levels have been associated with major 
complication following acute allogenic bone marrow transplants [See, 
Holler, et al . , Blood, 75 (4) : 1011-1016 (1990)]; cerebral malaria, which 
is a lethal hyperacute neurological syndrome associated with high blood 
levels of **TNF** and is the most severe complication occurring in 
malaria patients. A form of experimental cerebral malaria (ECM) that 
reproduces some features of the human disease was prevented in mice by 



administration of an anti-**TNF** **antibody** . [See, Grau et al . , Imm. 
^Review 112:49-70 (1989)]. Levels of serum **TNF** correlated directly 
with the severity of disease and prognosis in patients with acute malaria 
attacks [See Grau et al . , N. Engl. J. Med. 320 (24): 1586-1591 (1989)]. 
Another disease state in which **TNF** plays a role is the area of 
chronic Pulmonary Inflammatory Diseases. The deposition of silica 
particles leads to silicosis, a disease of progressive respiratory 
failure caused by a fibrotic reaction. **Antibody** to **TNF** completely 
blocked the silica-induced lung fibrosis in mice [See Piguet et al . , 
Nature, 344:245-247 (1990)]. High levels of **TNF** production (in the 
serum and in isolated macrophages) have been demonstrated in animal 
models of silica and asbestos induced fibrosis. . . 13 (3): 329-339 

(1989) ]. Alveolar macrophages from pulmonary sarcoidosis patients have 
also been found to spontaneously release massive quantities of **TNF** as 
compared with macrophages from normal donors [See Baughman et al . , J. 
Lab. Clin. Med. 115 (1): 36-42 (1990)]. **TNF** is also implicated in 
another acute disease state such as inflammatory response which follows 
reperfusion, called Reperfusion Injury and is a major cause of tissue 
damage after loss of blood flow [See, Vedder et al . , PNAS 87:2643-2646 

(1990) ]. **TNF** also alters the properties of endothelial cells and has 
various pro-coagulant activities, such as producing an increase in tissue 
factor. . . protein C pathway as well as down -regulating the 
expression of thrombomodulin [See, Sherry et al . , J. Cell Biol., 
107:11269-1277 (1988)]. **TNF** also has pro- inflammatory activities 
which together with its early production (during the initial stage of an 
inflammatory event) make it. . . in several important disorders 
including but not limited to, myocardial infarction, stroke and 
circulatory shock. Of specific importance may be **TNF**-induced 
expression of adhesion molecules, such as intercellular adhesion molecule 

(ICAM) or endothelial leukocyte adhesion molecule (ELAM) on endothelial 
cells [See, . 
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SUMMARY : 

BSUM(15) 

The . . . caused by cytoreductive therapies; autoimmune diseases 
caused by a T cell response, monocyte response or a B cell response and 
**antibody** production; acute inflammatory disease such as septic shock 
or hemmoragic shock; resistance of mesenchymal cells to tumor necrosis 
factor (**TNF**) ; chronic inflammatory disease characterized by T cell, 
glial, astrocyte or monocyte adhesion, migration and/or release of 
inflammatory stimuli and metalloproteases, . . . therapy (e.g., 
cytotoxic drug or radiation) ; enhancing antitumor effects of 
nonalkylating antitumor agents; intimation in response to inflammatory 
stimuli (e.g., **TNF**, IL-1 and the like) characterized by production of 
metalloproteases or allergies due to degranulation of mast cells and 
basophils in . 

DETDESC : 

DETD (43 ) 

Excessive or unregulated **TNF** (tumor necrosis factor) production is 
implicated in mediating or exacerbating a number of diseases including 
rheumatoid arthritis, rheumatoid spondylitis, osteoarthritis, ... to 



^infection, AIDS or malignancy, AIDS, other viral infections (e.g., CMV, 
'influenza, adenovims, herpes family) , keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 
The inventive compounds or pharmaceutically acceptable salts thereof can 
be used in the manufacture of a. . . present second messenger cellular 
phospholipid-based signaling pathway and by excessive or unregulated 
production of "first messenger" inflammatory cytokines such as **TNF** or 
IL-1. With regard to * *TNF* * first messenger signaling, there are several 
disease states in which excessive or unregulated **TNF** production by 
monocytes/macrophages is implicated in exacerbating or causing the 
disease. These include, for example, neurodegenerative diseases such as 
Alzheimers. . . inventive compounds may be used topically in the 
treatment of prophylaxis of topical disease states mediated or 
exacerbated by excessive **TNF** or IL-1, such as viral infections 
(herpes or viral conjunctivitis), psoriasis, fungal or yeast infections 
(ringworm, athletes foot, vaginitis, dandruff, etc.) or other 
dermatologic hyperprolif erative disorders. High **TNF** levels have been 
implicated in acute malaria attacks (Grau et al . , N. Engl. J. Med. 
320:1585, 1989), chronic pulmonary inflammatory. 

DETDESC: 

DETD (44 ) 

The . . . said amount is sufficient to promote said activation; or 
(4) a method to suppress activation of monocyte/macrophage cells by 
endotoxin, **TNF**, IL-1 or GM-CSF stimulation and said amount is 
sufficient to suppress said activation; or (5) a method to enhance the. 

effect of tumor necrosis factor and said amount is sufficient to 
enhance said resistance; or (6) a method to suppress **antibody** 
production of B-cells in response to an antigen, IL-4 or CD40 ligand and 
said amount is sufficient to suppress said **antibody** production; or 
(7) a method to inhibit the proliferation of smooth muscle cells in 
response to growth factors capable of. . . is sufficient to enhance 
said resistance; or (14) a method to prevent the suppression of growth 
stimulatory factor production in **TNF** -treated bone marrow stromal 
cells and said amount is sufficient to prevent said suppression; or (15) 
a method to prevent the release of Mip-1. alpha, by IL-1, **TNF** , or 
endotoxin stimulated monocytes and macrophages; or (16) a method to 
prevent the release of platelet activating factor by IL-1, **TNF** , or 
endotoxin treated megakaryocytes, fibroblastic cells, and macrophages; or 
(17) a method to prevent the down-regulation of receptors for cytokines 
in **TNF** -treated hematopoietic progenitor cells and said amount is 
sufficient to prevent said down-regulation; or (18) a method to suppress 
the production of metalloproteases in IL-l-stimulated or 

**TNF**-stimulated glomerular epithelial cells or synovial cells and said 
amount is sufficient to enhance said production; or (19) a method to. 



DETDESC : 
DETD (67) 

The ... an activated oncogene; hematocytopenia caused by 
cytoreductive therapies; autoimmune diseases caused by a T-cell response 
or a B-cell response and **antibody** production; septic shock; 
resistance of mesenchymal cells to tumor necrosis factor (**TNF**) ; 
proliferation of smooth muscle cells endothelial cells, fibroblasts and 



other cell types in response to growth factors, such as PDGF-AA, . 
*therapy (e.g., cytotoxic drug or radiation); enhancing antitumor effects 
of nonalkylating antitumor agents; allergies in response to inflammatory 
stimuli (e.g., **TNF** , IL-1 and the like) characterized by production of 
cell surface metalloproteases or by degranulation of mast cells and 
basophils in. 

DETDESC : 

DETD (73 ) 

The . . . said amount is sufficient to promote said activation; or 
(4) a method to suppress activation of monocyte/macrophage cells by 
endotoxin, **TNF**, IL-1 or GM-CSF stimulation and said amount is 
sufficient to suppress said activation; or (5 ) a method to enhance. 

effect of tumor necrosis factor and said amount is sufficient to 
enhance said resistance; or (6) a method to suppress **antibody** 
production of B-cells in response to an antigen, IL-4 or CD40 ligand and 
said amount is sufficient to suppress said **antibody** production; or 
(7) a method to inhibit the proliferation of smooth muscle cells in 
response to growth factors capable of. . . is sufficient to enhance 
said resistance; or (14) a method to prevent the suppression of growth 
stimulatory factor production in **TNF**-treated bone marrow stromal 
cells and said amount is sufficient to prevent said suppression; or (15) 
a method to prevent the release of Mip-1 . alpha . by IL-1, **TNF**, or 
endotoxin stimulated monocytes and macrophages; or (16) a method to 
prevent the release of platelet activating factor by IL-1, **TNF**, or 
endotoxin treated megakaryocytes, fibroblastic cells, and macrophages; or 
(17) a method to prevent the down-regulation of receptors for cytokines 
in **TNF**-treated hematopoietic progenitor cells and said amount is 
sufficient to prevent said down- regulation; or (18) a method to suppress 
the production of metalloproteases in IL-l-stimulated or 

**TNF**-stimulated glomerular epithelial cells or synovial cells and said 
amount is sufficient to enhance said production; or (19) a method to. 
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DETDESC : 
DETD (44) 

Excessive or unregulated **TNF** (tumor necrosis factor) production is 
implicated in mediating or exacerbating a number of diseases including 
rheumatoid arthritis, rheumatoid spondylitis, osteoarthritis, ... to 
infection, AIDS or malignancy, AIDS, other viral infections (e.g., CMV, 
influenza, adenovirus, herpes family) , keloid formation, scar tissue 
formation, **Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 
The inventive compounds or pharmaceutical^ acceptable salts thereof can 
be used in the manufacture of a. . . present second messenger cellular 
phospholipid-based signaling pathway and by excessive or unregulated 
production of "first messenger" inflammatory cytokines such as **TNF** or 
IL-1. With regard to **TNF** first messenger signaling, there are several 
disease states in which excessive or unregulated **TNF** production by 
monocytes/macrophages is implicated in exacerbating or causing the 
disease. These include, for example, neurodegenerative diseases such as 
Alzheimers. . . inventive compounds may be used topically in the 
treatment of prophylaxis of topical disease states mediated or 



^exacerbated by excessive **TNF** or IL-1, such as viral infections 
(herpes or viral conjunctivitis) , psoriasis, fungal or yeast infections 
(ringworm, athletes foot, vaginitis, dandruff, etc.) or other 
dermatologic hyperprolif erative disorders. High **TNF** levels have been 
implicated in acute malaria attacks (Grau et al . , N. Engl. J. Med. (1989) 
320:1585), chronic pulmonary inflammatory. 

DETDESC : 

DETD (45) 

The ... or IL-2 stimulation, and said amount is sufficient to 
promote said activation; (3) suppress activation of monocyte/macrophage 
cells by endotoxin, **TNF** , IL-1 or GM-CSF stimulation and said amount 
is sufficient to suppress said activation; (4) suppress **antibody** 
production of B-cells in response to an antigen, IL-4 or CD40 ligand and 
said amount is sufficient to suppress said **antibody** production; (5) 
inhibit the proliferation of smooth muscle cells in response to growth 
factors capable of stimulating said proliferation and. . . or 
amphotericin B and said amount is sufficient to enhance said resistance; 
(12) prevent the release of MIP-1. alpha, by IL-1, **TNF** , or endotoxin 
stimulated monocytes and macrophages; (13) prevent the release of 
platelet activating factor by IL-1, **TNF** , or endotoxin treated 
megakaryocytes, fibroblastic cells, and macrophages; (14) prevent the 
down-regulation of receptors for cytokines in **TNF** -treated 
hematopoietic progenitor cells and said amount is sufficient to prevent ^ 
said down-regulation; (15) suppress the production of metalloproteases in 
IL-l-stimulated or **TNF**-stimulated glomerular epithelial cells or 
synovial cells and said amount is sufficient to enhance said production; 

(16) enhance the resistance of. 

DETDESC: 
DETD (53) 

Drug . . . fetal bovine serum, and supplemented with a stimulating 
agent, such as fibroblast growth factor (acidic FGF, Cell Systems, Inc.) 
or **TNF**. The cells are plated into wells of a microtiter plate (e.g., 
5. times. 10. sup. 4 per well) and allowed to incubate at 37. degree., 
(e.g., phosphate buffered saline plus 0.1% bovine serum albumin with 
0.01% sodium azide) and labeled on ice with a monoclonal **antibody** ^ 
("first **antibody** n ) recognizing human VCAM (e.g., 1 .mu.g of a murine 
monoclonal **antibody** recognizing human VCAM, Genzyme) . After 60 
minutes on ice, the cells are washed (preferably twice) with cold wash 
media and incubated with an **antibody** that recognizes the first 
**antibody** (e.g., 1 .mu.g of goat anti-mouse IgG conjugated with 
phycoerythrin, CalTag, Inc.). After 30 minutes on ice, the cells are. 



DETDESC : 
DETD (73) 

More . . . oncogene; hematocytopenia caused by cytoreductive 
therapies; autoimmune diseases caused by a T cell response or a B cell 
response and **antibody** production; septic shock; resistance of 
mesenchymal cells to tumor necrosis factor (**TNF**) ; proliferation of 
smooth muscle cells endothelial cells, fibroblasts and other cell types 



in response to growth factors, such as PDGF-AA, . . . therapy (e.g., 
^cytotoxic drug or radiation) ; enhancing antitumor effects of 
non-alkylating antitumor agents; allergies in response to inflammatory 
stimuli (e.g., **TNF**, IL-1 and the like) characterized by production of 
cell surface metalloproteases or by degranulation of mast cells and 
basophils in. 

DETDESC : 

DETD (85) 

The . . . tumor cells, (2) suppress activation of T-cells by antigen 
or IL-2 stimulation (3) suppress activation of monocyte /macrophage cells 
by endotoxin, **TNF** , IL-1 or GM-CSF stimulation, (4) suppress 
**antibody** production of B-cells in response to an antigen, IL-4 or 
CD40 ligand, (5) inhibit the proliferation of smooth muscle cells, 
of kidney glomerular or tubular cells to cyclosporin A or amphotericin B, 
(12) prevent the release of MIP-1 . alpha . by IL-1, **TNF**, or endotoxin 
stimulated monocytes and macrophages; (13) prevent the release of 
platelet activating factor by IL-1, **TNF**, or endotoxin treated 
megakaryocytes, fibroblastic cells, and macrophages; (14) prevent the 
down- regulation of receptors for cytokines in **TNF**-treated 
hematopoietic progenitor cells, (15) suppress the production of 
metalloproteases in IL-l-stimulated or **TNF**-stimulated glomerular 
epithelial cells or synovial cells, (16) enhance the resistance of 
gastrointestinal or pulmonary epithelial cells to cytotoxic drugs or. 



DETDESC: 
DETD(221) 

This . . . exemplary assay. The top panel shows a frequency histogram 
obtained from flow cytometric analysis of HUVEC cells stained with an 
**antibody** directed against VCAM and a second stem goat anti-mouse-FITC 
**antibody** . In the absence of **TNF** , VCAM expression on HUVEC is at a 
very low level. The middle panel shows a frequency histogram of cells 
stimulated with **TNF** for 6 hours prior to analyzing by flow cytometry. 
The average increase in cell fluorescence is approximately 10-fold. The 
bottom panel is a frequency histogram of **TNF**-stimulated cells in the 
presence of compound no 58. Presence of inventive compound reduced mean 
fluorescence by a factor of 8, compared with mean fluorescence from 
**TNF**-stimulated cells in the absence of compound no. 58. 
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SUMMARY: 

BSUM(4) 

**TNF**, a serum glycoprotein, has been implicated in mediating or 
exacerbating various mammalian conditions such as rheumatoid arthritis, 
rheumatoid spondylitis, osteoarthritis, ... or malignancy, cachexia, 
secondary to acquired immune deficiency syndrome (AIDS) , AIDS, ARC (AIDS 
related complex) , keloid formation, scar tissue formation, 
**Crohn** ' **s** **disease**, ulcerative colitis, or pyresis. 



DETDESC: 



DETD(29) 



There are several disease states in which excessive or unregulated 
**TNF** production by monocytes and/or macrophages is implicated in 
exacerbating and/or causing the disease. These include endotoxemia and/or 
toxic shock syndrome. . . et at,, Circ. Shock 30:279-292 (1990)]; 
cachexia [See, Dezube et al . , Lancet, 335 (8690) :662 (1990)]; Adult 
Respiratory Distress Syndrome where **TNF** concentration in excess of 
12,000 pg/ml have been detected in pulmonary aspirates from ARDS 
patients. [See, Miller et al . , Lancet 2 (8665) : 712-714 (1989). Systemic 
infusion of recombinant **TNF** resulted in changes typically seen in 
ARDS [See, Ferrai-Baliviera et al . , Arch. Surg. 124 (12) ; 1400-1405 

(1989)]; AIDS where viral replication of latent HIV in T-cell and 
macrophage lines can be induced by **TNF** [See, Folks et al . , PNAS 
86:2365-2368 (1989)] . A molecular mechanism for the virus inducing 
activity is suggested by TNFs ability. . . which promotes HIV 
replication through binding to a viral regulatory gene sequence (LTR) 

[See, Osborn et al . , PNAS 86:2336-2340 (1989)]. **TNF** in AIDS 
associated cachexia is suggested by elevated serum **TNF** and high 
levels of spontaneous **TNF** production in peripheral blood monocytes 
from patients [See, Wright et at., J. Immunol. 141 (1) : 99-104 (1988)]. 
**TNF** in Bone Resorption Diseases, including arthritis, wherein it has 
been determined that when activated, leukocytes will produce a 
bone-reasorbing activity, and data suggests that **TNF** -. alpha . and 
* *TNF* * - . beta . both contribute to this activity. [See e.g., Bertolini et 
al., Nature 319:516-518 (1986) and Johnson et al . , Endocrinology 
124 (3) :1424-1427 (1989) ] . It has been determined that **TNF** stimulates 
bone resorption and inhibits bone formation in vitro and in vivo through 
stimulation of osteoclast formation and activation combined with 
inhibition of osteoblast function. Although **TNF** may be involved in 
many bone resorption diseases, including arthritis, the most compelling 
link with disease is the association between production of **TNF** by 
tumor or host tissues and malignancy associated hypercalcemia [See, 
Calci. Tissue Int. (US) 46 (Suppl . ) : S3 -10 (1990)]. In Graft versus Host 
Reaction, increased serum **TNF** levels have been associated with major 
complication following acute allogenic bone marrow transplants [See, 
Holler et al . , Blood, 75 (4) : 1011-1016 (1990) ] ; cerebral malaria, which is 
a lethal hyperacute neurological syndrome associated with high blood 
levels of **TNF** and is the most severe complication occurring in 
malaria patients. A form of experimental cerebral malaria (ECM) that 
reproduces some features of the human disease was prevented in mice by 
administration of an anti-**TNF** **antibody** . [See, Grau et at., I mm. 
Review 112:49-70 (1989)]. Levels of serum **TNF** correlated directly 
with the severity of disease and prognosis in patients with acute malaria 
attacks [See Grau et al . , N. Engl. J. Med. 320 (24) : 1586-1591 (1989)]. 
Another disease state in which **TNF** plays a role is the area of 
chronic Pulmonary Inflammatory Diseases. The deposition of silica 
particles leads to silicosis, a disease of progressive respiratory 
failure caused by a fibrotic reaction. **Antibody** to **TNF** completely 
blocked the silica-induced lung fibrosis in mice [See Piguet et al . , 
Nature, 344:245-247 (1990)]. High levels of **TNF** production (in the 
serum and in isolated macrophages) have been demonstrated in animal 
models of silica and asbestos induced fibrosis. . . al . , Inflammation 
13 (3) : 329-339 (1989)]. Alveolar macrophages from pulmonary sarcoidosis 
patients have also been found to spontaneously release massive quantities 
of **TNF** as compared with macrophages from normal donors [See Baughman 
et al., J. Lab. Clin. Med. 115(1) :36-42 (1990)]. **TNF** is also 



^implicated in another acute disease state such as the inflammatory 
response which follows reperfusion, called Reperfusion Injury and is a 
major cause of tissue damage after loss of blood flow [See, Vedder et 
al., PNAS 87:2643-2646 (1990)]. **TNF** also alters the properties of 
endothelial cells and has various pro-coagulant activities, such as 
producing an increase in tissue factor. . . protein C pathway as well 
as down-regulating the expression of thrombomodulin [See, Sherry et al . , 
J. Cell Biol. 107:11269-1277 (1988)]. **TNF** also has pro-inflammatory 
activities which together with its early production (during the initial 
stage of an inflammatory event) make it. . . in several important 
disorders including but not limited to, myocardial infarction, stroke and 
circulatory shock. Of specific importance may be **TNF**- induced 
expression of adhesion molecules, such as intercellular adhesion molecule 
(ICAM) or endothelial leukocyte adhesion molecule (ELAM) on endothelial 
cells [See, . 
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SUMMARY: 

BSUM(22) 

The compounds of this invention also inhibit production of Tumor 
Necrosis Factor (**TNF**) , a serum glycoprotein. Excessive or unregulated 
**TNF** production is implicated in mediating or exacerbating a number of 
diseases including rheumatoid arthritis, rheumatoid spondylitis, 
osteoarthritis, gouty arthritis and. . . infection or malignancy, 
cachexia secondary to acute immune deficiency syndrome (AIDS) , AIDS 
(ARC/AIDS related complex) keloid formation, scar tissue formation, 
**Crohn** ' **s** **disease**, ulcerative coliris, or pyresis. 

DETDESC: 

DETD (98) 

Levels of **TNF** were also measured using a modification of the basic 
sandwich EL ISA assay method described in Winston et al . , Current 
Protocols. . . 11.2.1, Ausubel et al . , Ed. (1987) John Wiley and Sons, 
New York, USA. The ELISA employed a murine monoclonal anti-human **TNF** 
**antibody** , described below, as the capture **antibody** and a 
polyclonal rabbit ant i -human **TNF**, described below, as the second 
**antibody** . For detection, peroxidase-conjugated goat anti-rabbit 
**antibody** (Boehringer Mannheim, Indianopolis , Ind., USA, 
Catalog#605222) was added followed by a substrate for peroxidase (1 mg/ml 
orthophenylenediamine with 0.1% urea peroxide). **TNF** levels in samples 
were calculated from a standard curve generated with recombinant human 
**TNF** produced in E. Coli (obtained from SmithKline Beecham 
Pharmaceuticals, King of Prussisa, Pa., USA). 

DETDESC: 

DETD (99) 

Section V: Production of anit-human **TNF** **antibodies** 
DETDESC: 



DETD (100) 



Monoclonal **antibodies** of human **TNF** were prepared from spleens of 
BALB/c mice immunized with recombinant human **TNF** using a modification 
of the method of Kohler and Millstein, Nature 256:495 (1975), the entire 
disclosure of which is hereby incorporated by reference. Polyclonal 
rabbit anti-human **TNF** **antibodies** were prepared by repeated 
immunization of New Zealand (NZW) rabbits with recombinant human **TNF** 
emulsified in complete Freund's adjuvant (DIFCO, IL., USA). Endotoxin 

DETDESC: 

DETD(104) 

Plasma levels of **TNF** were measured using a modification of the basic 
sandwich ELISA method described in Winston et al . , Current protocols in 
Molecular. . . Ausubel et al . , Ed. (1987) John Wiley and Sons, New 
York, USA. The Elisa employed a hampster monoclonal anti-mouse **TNF** 
(Genzyme, Boston, Me., USA) as the capture **antibody** and a polyclonal 
rabbit anti-murine **TNF** (Genzyme, Boston, Me., USA) as the detecting 
**antibody** . **TNF** levels in mouse samples were calculated from a 
standard curve generated with recombinant murine **TNF** (Genzyme, 
Boston, Me., USA) **TNF** levels determined by ELISA correlated with 
levels detected by the L929 bioassay of Ruff et . al . , J. 
Immunol , 125 : 1671-1677 (1980), with 1 Unit of activity in the bioassay 
corresponding to 70 picograms (pg) of **TNF** in the ELISA. The ELISA 
detected levels of **TNF** down to 25 pg/ml . 
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SUMMARY: 

BSUM(26) 

Among the various mammalian conditions for which **TNF** is implicated 
in mediating or exacerbating rheumatoid arthritis, rheumatoid 
spondylitis, osteoarthritis, gouty arthritis and other arthritic 
conditions; sepsis, septic shock, . . . influenza, cachexia secondary 
to infection or malignancy, cachexia secondary to acute immune deficiency 
syndrome (AIDS), keloid formation, scar tissue formation, **Crohn** ' **s** 
**disease**, uclerative colitis, or other inflammatory skin conditions 
such as pyresis. 

SUMMARY: 

BSUM (3 66 ) 

There are several disease states in which excessive or unregulated 
**TNF** production by monocytes and/or macrophages is implicated in 
exacerbating and/or causing the disease. These include endotoxemia and/or 
toxic shock syndrome. . . et al . , Circ. Shock 30:279-292 (1990)]; 
cachexia [See, Dezube et al . , Lancet, 335 (8690) :662 (1990)]; Adult 
Respiratory Distress Syndrome where **TNF** concentration in excess of 
12,000 pg/ml have been detected in pulmonay aspirates from ARDS patients. 
[See, Millar et al . , Lancet 2 (8665) : 712-714 (1989). Systemic infusion of 
recombinant **TNF** resulted in changes typically seen in ARDS [See, 
Ferrai-Baliviera et al . , Arch. Surg. 124 (12) : 1400-1405 (1989)]; AIDS 
viral replication of latent HIV in T-cell and macrophage lines can be 
induced by **TNF** [See, Folks et al . , PNAS 86:2365-2368 (1989)]. A 



molecular mechanism for the virus inducing activity is suggested by TNFs 
^ability. . . which promotes HIV replication through binding to a viral 
regulatory gene sequence (LTR) [See, Osborn et al . , PNAS 86:2336-2340 
(1989)]. **TNF** in AIDS associated cachexia is suggested by elevated 
serum **TNF* * and high levels of spontaneous **TNF** production in 
peripheral blood monocytes from patients [See, Wright et al . , J. Immunol. 
141 (1) : 99-104 (1988)]. **TNF** in Bone Resorption Diseases, including 
arthritis, wherein it has been determined that when activated, leukocytes 
will produce a bone-reasorbing activity, and data suggests that **TNF**-a 
and **TNF**- .beta . both contribute to this activity. [See e.g., Bertolini 
et al., Nature 319:516-518 (1986) and Johnson et al . , Endocrinology 
124 (3) :1424-1427 (1489) ] It has been determined that **TNF** stimulates 
bone resorption and inhibits bone formation in vitro and in vivo through 
stimulation of osteoclast formation and activation combined with 
inhibition of osteoblast function. Although **TNF** may be involved in 
may bone resorption disease, including arthritis, the most compelling 
link with disease is the association between production of **TNF** by 
tumor or host tissues and malignancy associated hypercalcemia [See, 
Calci. Tissue Int. (US) 46 (Suppl . ) : S3 -10 (1990)]. In Graft versus Host 
Reaction, increased serum **TNF** levels have been associated with major 
complication following acute allogenic bone marrow transplants [See, 
Holler et al . , Blood, 75 (4) : 1011-1016 (1990) ] ; cerebral malaria, which is 
a lethal hyperacute neurological syndrome associated with high blood 
levels of **TNF** and is the most severe complication occuring in malaria 
patients. A form of experimental cerebral malaria (ECM) that reproduces 
some features of the human disease was prevented in mice by 
administration of an anti-**TNF** **antibody** . [See, Grau et al . , Imm. 
Review 112:49-70 (1989)]. Levels of serum **TNF** correlated directly 
with the severity of diease and prognosis in patients with acute malaria 
attacks [See Grau et al . , N. . . . Disease. The deposition of silica 
particules leads to silicosis, a disease of progressive respiratory 
failure caused by a fibrotic reaction. **Antibody** to **TNF** completly 
blocked the silica-induced lung fibrosis in mice See Piguet et al . , 
Nature, 344:245-247 (1990)]. High levels of **TNF** production (in the 
serum and in isolated macrophages) have been demonstrated in animal 
models of silica and asbestos induced fibrosis. . . al . , Inflammation 
13 (3) : 329-339 (1989)]. Alveolar macrophages from pulmonary sarcoidosis 
patients have also been found to spontaneously release massive quantities 
of **TNF** as compared with macrophages from normal donors [See Baughman 
et al., J. Lab. Clin. Med. 115 (1) : 36-42 (1990)].; **TNF** is also 
implicated in another acute disease state such as the inflammatory 
response which follows reperfusion, called Reperfusion Injury and is a 
major cause of tissue damage after loss of blood flow. [See, Vedder et 
al., PNAS 87:2643-2646 (1990)]; **TNF** also alters the properties of 
endothelial cells and has vanous pro-coagulant activities, such as 
producing an increase in tissue factor. . . protein C pathway as well 
as down-regulating the expression of thrombomodulin [See, Sherry et al . , 
J. Cell Biol. 107:11269-1277 (1988)]. **TNF** also has pro- inflammatory 
activities which together with its early production (during the intial 
stage of an inflammatory event) make it. . . in several important 
disorders including but not limited to, myocardial infarction, stroke and 
circulatory shock. Of specific importance may be **TNF** -induced 
expression of adhesion molecules, such as intercellular adhesion molucule 
(ICAM) or endothelial leukocyte adhesion molecule (ELAM) on endothelial 
cells [See, . 



DETDESC : 



DETD ( 72 ) 



•Plasma levels of **TNF** were measured using a modification of the basic 
sandwich ELISA method described in Winston et al . , Current Protocols in 
Molecular. . . 11.2.1, Ausubel et al . , Ed. (1987) John Wiley and Sons, 
New York, USA. The Elisa employed a hampster monoclonal anti-mouse 
**TNF** (Genzyme, Boston, Mass., USA ) as the capture **antibody** and a 
polyclonal rabbit anti-murine **TNF** (Genzyme, Boston, Mass., USA ) as 
the detecting **antibody** . **TNF** levels in rat samples were calculated 
from a standard curve generated with recombinant murine **TNF** (Genzyme, 
Boston, Mass., USA). **TNF** levels determined by ELISA correlated with 
levels detected by the L929 bioassay of Ruff et . al . , J. Immunol. 
125:1671-1677 (1980), with 1 Unit of activity in the bioassay 
corresponding to 70 picograms (pg) of **TNF** in the ELISA. The ELISA 
detected levels of * * TNF * * down to 25 pg/ml . 

DETDESC: 

DETD (81) 

Levels of **TNF** were measured using a modification of the basic 
sandwich ELISA assay method described in Winston et al . , Current 
Protocols in. . . 11.2.1, Ausubel et al . , Ed. (1987) John Wiley and 
Sons, New York, USA. The Elisa employes a murine monoclonal anti-human 
**TNF** **antibody** , described below, as the capture **antibody** and a 
polyclonal rabbit anti-human **TNF**, described below, as the second 
**antibody** . For detection, a peroxidase-conjgated goat anti-rabbit 
**antibody** (Boehringer Mannheim, Indianapolis, Ind., USA, Catalog 
#605222) was added followed by a substrate for peroxidase (1 mg/ml 
orthophenylenediamine with 0.1% urea peroxide). **TNF** levels in samples 
were calculated from a standard curve genereated with recombinant human 
**TNF** produced in E. Coli (obtained from SmithKIine Beecham 
Pharmaceuticals, King of Prussia, Pa., USA). 

DETDESC : 

DETD (82) 

Production of Anti-Human **TNF** **Antibodies** 

DETDESC : 
DETD (83) 

Monoclonal **antibodies** to human **TNF** were prepared from spleens of 
BALB/c mice immunized with recombinant human **TNF** using a modification 
of the method of Kohler and Millstein, Nature 256:495 (1975), the entire 
disclosure of which is hereby incorporated by reference. Polyclonal 
rabbit anti-human **TNF** **antibodies** were prepared by repeated 
immunization of New Zeland White (NZW) rabbits with recombinant human 
★★TNF** emulsified in complete Freund's adjuvant (DEFCO, 111., USA). 
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SUMMARY : 



BSUM(13) 



Additionally, research has demonstrated that IL-1, **TNF**, and other 
^leukocyte derived cytokines are important, and even critical, mediators 
in a wide variety of inflammatory states and diseases.. . . and 
antiviral effects. Additionally, therapeutic compositions comprising 
biologically active quantities of certain cytokines and derivatives could 
be employed to potentiate **antibody** production in response to vaccine 
antigens. Also, in view of potential therapeutic utility as vaccine 
adjuvants and components of wound- heal ing . 

DETDESC: 

DETD ( 3 ) 

The terms "cytokine" and M lymphokines " as used herein mean a secretory 
product of a leukocyte, and in particular a non-**antibody** protein 
released by a leukocyte on contact with antigen and which acts as an 
intercellular mediator of immune response. Examples. . . by 
macrophages, and factors that mediate secretion of oxidizing agents, such 
as oxygen, superoxide, hydrogen peroxide and hydroxyl radical. 
Specifically, **TNF** , IL-1 and IL-6 have been tested as being 
representative of the various cytokines which may be found. 

DETDESC : 

DETD (26) 

**TNF**- . alpha . activity was determined by its cytotoxic effect on the 
fibrosarcoma cell line WEHI 164 clone 13, as described (Espevik T. . 
human monocytes. J. Immunol. Methods, 95:99). Dilutions of rTNF- . alpha. 
(rTNF- .alpha, (human) and rMuTNF- . alpha . , Genentech) were included as a 
standard. The **TNF**- . alpha . specificity of the assay was verified by 
using a monoclonal **antibody** against rTNF-. alpha, which completely 
neutralized the recorded activity (data not shown) . Results are presented 
as ng/ml . +- . S . E . of triplicate determinations. 

DETDESC : 

DETD (40) 

Because IL-1, IL-6, **TNF** , and other leukocyte derived cytokines have 
been implicated in such a wide variety of mammalian conditions, this 
invention has a. . . scope of application. Among the conditions that 
can be treated or alleviated by the inhibition or stimulation of IL-1, 
IL-6, **TNF**, and other leukocyte derived cytokines are: sepsis, septic 
shock, endotoxic shock, gram negative sepsis, toxic shock syndrome, adult 
respiratory distress, ... to infection or malignancy, cachexia 
secondary to AIDS, rheumatoid arthritis, gouty arthritis, osteoporosis, 
keloid formation, scar tissue formation, decreased appetite, 
**Crohn** ' **s** **disease**, ulcerative colitis, fever due to central 
nervous system bleeding, glomerulonephritis, multiple sclerosis, 
Creutzf eld- Jacob disease, adverse reactions to dialysis and psoriasis. 
=> d his 
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DETDESC : 



DETD (27) 



As . . . include T cell inflammatory responses such as inflammatory- 
skin diseases including psoriasis; responses associated with inflammatory 
bowel disease (such as **Crohn**'s disease and ulcerative colitis); adult 
respiratory distress syndrome ; dermatitis ; meningitis ; encephalitis ; 
uveitic; allergic conditions such as eczema and asthma and. 

DETDESC: 

DETD ( 81 ) 

Expression . . . the culture medium. Typical selection genes encode 
proteins that (a) confer resistance to antibiotics or other toxins , e.g. 
ampicillin, neomycin, * ^methotrexate* * , or tetracycline , (b) complement 
auxotrophic deficiencies, or (c) supply critical nutrients not available 
from complex media, e.g. the gene encoding. 

DETDESC: 

DETD (84) 

For . . . with the DHFR selection gene are first identified by 
culturing all of the transf ormants in a culture medium that contains 
**methotrexate** (Mtx) , a competitive antagonist of DHFR. An appropriate 
host cell when wild- type DHFR is employed is the Chinese hamster ovary. 

and Chasin, Proc . Natl. Acad. Sci. USA, 77: 4216 (1980). The 
transformed cells are then exposed to increased levels of 
^^methotrexate** . This leads to the synthesis of multiple copies of the 
DHFR gene, and, concomitantly, multiple copies of other DNA comprising. 



DETDESC : 
DETD(223) 

A 77% sequence identity between IL8R0A and IL8R-B was reported by Holmes 
et al . , supra; however, the **antibodies** herein were specific for 
IL8R-A. IL8R-A does not recognize IL-1, * *TNF** alpha . , MCAF, f MLP , 
C5. alpha., PAF, and LTB4 , but does recognize two other members of the 
C-X-C family, namely, MGSA and NAP-2.. . . bind IL-8 equally well with 
a high affinity but differ in their affinity to MGSA. Murphy and Tiffany, 
supra. Monoclonal **antibodies** 2A4 and 9H1 block 100% of the IL-8 
binding to transfected 293 cells, 35-40% of the IL-8 binding to human. 

to human neutrophils in the presence of MGSA, which presumably blocked, 
IL-8 binding to IL8R. degree. B. Thus, the blocking monoclonal 
**antibodies** herein interfere with the interaction between IL-8 and 
IL8R-A, but not with the interaction between IL-8 and IL8R-B. Both 
monoclonal **antibodies** 4C8 and 6E9 showed no blocking activities in 
IL-8 binding to both transfected cells and human neutrophils. 
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SUMMARY: 

BSUM(53) 

Rheumatoid . . . antirheumatic drugs, known as "DMARDs " 
(antimalarials, gold salts, penicillamine, and sulfasalazine) and 
immunosuppressive agents (azathioprine , chlorambucil , high dose 



corticosteroids , cyclophosphamide , * Methotrexate** , nitrogen mustard, 
%-mercaptopurine, vincristine, hydroxyurea, and cyclosporin A) . The 
autoimmune diseases share a common underlying pathogenesis and the need 
for. . . 

SUMMARY: 

BSUM(55) 

Investigators have shown that **TNF** . alpha . (tumor necrosis 
factor- . alpha . ) also plays a significant role in the pathology of 
rheumatoid arthritis (Brennan) . **TNF** . alpha . increases the severity of 
collagen induced arthritis in animal models (Brahn) while 
anti- **TNF** . alpha . ** antibody** administration ameliorates collagen 
induced arthritis (Williams; et al . ) . **TNF** . alpha . is increased in the 
serum of RA patients (Holt, et al . , 1992; Altomonte, et al . , 1992), and 
both the cytokine. . . receptors have been identified in rheumatoid 
synovium, at the cartilage-pannus junction (Deleuran, et al . ) . Serum 
levels of both IL-1 and **TNF** . alpha . decline in RA patients following 
long term administration of the disease modifying drug sulfasalazine 
(Danis, et al . ) , suggesting that the. 

SUMMARY: 

BSUM(57) 

Recognition . . . these cytokines in autoimmune disease has fostered 
the development of a new generation of therapeutic agents. Proteins such 
as monoclonal **antibodies** and soluble receptors targeted against IL-1 
and **TNF** . alpha . are currently being evaluated in clinical trials for 
the treatment RA and other autoimmune diseases. Preliminary results of 
administration of anti-IL-1 monoclonal *'*ant ibodies* * to a small group of 
rheumatoid patients suggest improvement in both the clinical and 
laboratory manifestations of the disease (Catalano) . Administration of 
monoclonal **antibodies** to **TNF** . alpha . has also shown encouraging 
early results in a group of nine patients with severe RA (Elliott) . 

SUMMARY : 

BSUM(66) 

In . . . agent. The composition includes purified tripterinin in a 
pharmaceutically acceptable delivery vehicle. The composition may further 
include cyclosporin A, azathioprine , **methotrexate** or a 
glucocorticoid . 

SUMMARY : 

BSUM(70) 

In both methods above, the tripterinin compound may be administered in 
combination with cyclosporin A, azathioprine, **methotrexate** , or a 
glucocorticoid. 

SUMMARY : 



BSUM(71) 



f 



Also ... by administering to the subject, a therapeutically 
effective amount of purified tripterinin, or tripterinin in combination 
with cyclosporin A, azathioprine , ^^methotrexate** , or a glucocorticoid. 

DETDESC: 

DETD (24 ) 

As . below, the tripterinin compound is also intended for use in 

combination with an immunosuppressive drug, such as cyclosporin A, 
azathioprine, **methotrexate** or a glucocorticoid. The invention also 
includes a composition containing tripterinin in combination and one of 
these drugs. One preferred. 

DETDESC : 

DETD (39) 

The effect of tripterinin on the production of the cytokines IL-lb, IL2, 
IL-6, IFN. gamma., and **TNF** . alpha . was assessed by measurement of the 
concentration of these cytokines in PHA stimulated human PBL cultures. 
Cytokine levels were measured. . . in Example 6. Briefly, assay buffer 
was added to each of the wells of a microtiter plate containing pre-bound 
anti-cytokine **antibody** , followed by addition of standard or sample 
solution, diluted appropriately for the cytokine concentration measured, 
followed by a second reporter- labeled **antibody** specific against the 
anti-cytokine **antibody** . 

DETDESC: 

DETD (46) 

TABLE 2 



Autoimmune Diseases 

Disease Tissue Affected 



Addison's disease adrenal 
Allergies inflammatory cells 

Asthma bronchi 
Atherosclerosis vessel walls 
**Crohn**'s disease intestine 
Diabetes (Type I) pancreas 
Graves ' disease thyroid 
Guillain-Barre Syndrome 

nerve cells 

Lupus erythematosis 

multiple tissues 

Multiple . 
DETDESC: 
DETD (47) 

In a general treatment method, the composition of the invention, 
comprising tripterinin alone or in combination with cyclosporin A, 
azathioprine, **methotrexate** , or a glucocorticoid, is administered in 
an amount sufficient to lower the serum or synovial fluid activity levels 



o£ one . 



DETDESC : 
DETD ( 51 ) 

In . arthritis. As above, the patient is administered a dose of 

tripterinin, either alone or in combination with cyclosporin A, 
azathioprine, **methotrexate** , or a glucocorticoid, in an amount 
sufficient to lower the serum or synovial fluid activity levels of one of 
the. 

DETDESC: 
DETD (52) 

The . . . kidney, liver, and bone marrow transplants, by 
administering to the patient, tripterinin or tripterinin in combination 
with cyclosporin A, azathioprine , **methotrexate** , or a glucocorticoid. 
Initial treatment is administered perioperatively . In addition, the 
composition may be administered chronically to prevent graft rejection. . 
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DETDESC : 
DETD (21) 

As . chemotaxis. Examples of such disorders include inflammatory 

skin diseases such as psoriasis; responses associated with inflammatory 
bowel disease (such as **Crohn**'s disease and ulcerative coliris) ; adult 
respiratory distress syndrome; dermatitis; meningitis; encephalitis; 
uveitis; autoimmune diseases such as rheumatoid arthritis, Sjorgen's 
syndrome , . 

DETDESC: 

DETD (52) 

Expression . . . the culture medium. Typical selection genes encode 
proteins that (a) confer resistance to antibiotics or other toxins, e.g. 
ampicillin, neomycin, **methotrexate** , or tetracycline, (b) complement 
auxotrophic deficiencies, or (c) supply critical nutrients not available 
from complex media, e.g. the gene encoding. 

DETDESC : 

DETD (55) 

For . . . with the DHFR selection gene are first identified by 
culturing all of the transf ormants in a culture medium that contains 
**methotrexate** (Mtx) , a competitive antagonist of DHFR. An appropriate 
host cell when wild- type DHFR is employed is the Chinese hamster ovary. 

. and Chasin, Proc . Natl. Acad. Sci. USA, 77: 4216 (1980). The 
transformed cells are then exposed to increased levels of 
**methotrexate** . This leads to the synthesis of multiple copies of the 
DHFR gene, and, concomitantly, multiple copies of other DNA comprising. 




DETDESC : 
DETD(187) 

The 4C8, 6E9, 2A4 and 9H1 monoclonal **antibodies** recognize IL8R-A but 
not IL8R-B, probably because these **antibodies** bind to the N-terminal 
residues of IL8R-A wherein the greatest dissimilarity exists between the 
two IL-8 receptors. The IL-8 receptors do not recognize IL-1, 
**TNF**- .alpha. , MCAF, fMLP, C5a, PAF, and LTB4 but do recognize two 
other members of the C-X-C family, namely, MGSA and NAP-2.. 
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US PAT 


2 


FELDMANN, 


FRANZ/ IN 


Ell 


US PAT 


1 


FELDMANN, 


FREDERICK J/ IN 


E12 
= > e 


US PAT 


1 


FELDMANN, 


FREDERICK W/IN 


E13 


US PAT 


1 


FELDMANN, 


FRITZ/IN 


E14 


US PAT 


7 


FELDMANN, 


FRITZ K/IN 


E15 


US PAT 


1 


FELDMANN, 


HANS HELMUT/ IN 


E16 


US PAT 


1 


FELDMANN, 


HANS UELI/IN 


E17 


US PAT 


3 


FELDMANN, 


HANSUELI / IN 


E18 


US PAT 


2 


FELDMANN, 


HELLMUTH/IN 


E19 


US PAT 


1 


FELDMANN, 


HENNIG/IN 


E20 


US PAT 


6 


FELDMANN, 


HERMAN F/IN 


E21 


US PAT 


22 


FELDMANN, 


HUGO/ IN 


CjZZ 


Ufa FA 1 


17 


FELDMANN, 


JOACHIM/ IN 


E23 


US PAT 


3 


FELDMANN, 


JOHN/ IN 


E24 
= > e 


US PAT 


1 


FELDMANN, 


LARRY/ IN 


E25 


US PAT 


1 


FELDMANN, 


MANFRED/ IN 


E26 


US PAT 


1 


FELDMANN, 


MART IN/ IN 


E27 


US PAT 


1 


FELDMANN, 


MARVIN H/IN 


E28 


US PAT 


7 


FELDMANN, 


MICHEL/IN 


E29 


US PAT 


1 


FELDMANN, 


PETER/ IN 


E3 0 


US PAT 


22 


FELDMANN, 


RAINER/IN 


E31 


US PAT 


4 


FELDMANN, 


ROBERT G/IN 


E32 


US PAT 


2 


FELDMANN, 


ROBERT J/ IN 


E33 


US PAT 


1 


FELDMANN, 


THOMAS B/IN 


E34 


US PAT 


2 


FELDMANN, 


WILHELM/IN 


E35 


US PAT 


2 


FELDMANN, 


WILLIAM F/IN 


E36 


US PAT 


1 


FELDMANN, 


WILLIAM L/IN 



= > 



s methotrexate (20n) (arthritis or autoimmun? or crohn?) 



5065 METHOTREXATE 

13501 ARTHRITIS 

64 4 3 AUTOIMMUN? 

2041 CROHN? 

54 136 METHOTREXATE (20N) (ARTHRITIS OR AUTOIMMUN? OR CROHN?) 
? s s4 (combin?) 

>>>Invalid syntax 
? s s4 (20n) (combin?) 

136 S4 

1297907 COMBIN? 

55 27 S4 (20N) (COMBIN?) 
? t s5/3/all 



5/3/1 (Item 1 from file: 653) 

DIALOG (R) File 653: US Pat . Fulltext 

(c) format only 1999 Knight-Ridder Info. All rts. reserv. 
01833032 

Utility 

PYRIDO[2, 3-D] PYRIMIDINE DERIVATIVES 
[ANTITUMOR AGENTS] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



4, 889, 859 

December 26, 1989 (19891226) 

Taylor, Edward C, Princeton, NJ (New Jersey), US (United 
States of America) 

Shin, Chuan, Indianapolis, IN (Indiana), US (United States of 
America) 

The Trustees of Princeton University, (A U.S. 
Corporation ) , Princeton, NJ (New Jersey) , US 
of America) 

[Assignee Code(s): 67901] 
7-156, 908 

February 05, 1988 (19880205) 
541 lines 



Company or 
(United States 



5/3/2 (Item 2 from file: 653) 

DIALOG (R) File 653: US Pat . Fulltext 

(c) format only 1999 Knight-Ridder Info. All rts. reserv. 
01679086 

Utility 

TREATMENT OF ARTHRITIS WITH 3, 5-DICHLOROMETHOTREXATE 
[POST ADMINISTRATION OF LEUCOVORIN TO REDUCE SIDE EFFECTS] 

PATENT NO. : 4,746, 662 

ISSUED: May 24, 1988 (19880524) 

INVENTOR(s) : Kerwar, Suresh S., Ossining, NY (New York), US (United States 
of America) 

Sloboda, Adolph E., New City, NY (New York), US (United States 
of America) 

ASSIGNEE(s): American Cyanamid Company, (A U.S. Company or Corporation ), 
Stamford, CT (Connecticut), US (United States of America) 
[Assignee Code(s): 2888] 



APPL. NO. : 
'FILED: 
FULL TEXT: 



7-17, 286 

February 20, 1987 (19870220) 
337 lines 



5/3/3 (Item 1 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
03016517 

Utility 

ORTHO- SUBSTITUTED AROMATIC ETHER COMPOUNDS AND THEIR USE IN PHARMACEUTICAL 
COMPOSITIONS FOR PAIN RELIEF 



5, 965,741 

October 12, 1999 (19991012) 

Breault, Gloria Anne, Congleton, GB (United Kingdom) 
Tucker, Howard, Macclesfield, GB (United Kingdom) 
Oldf ield, John, Wilms low, GB (United Kingdom) 
Warner, Peter, Macclesfield, GB (United Kingdom) 
Zeneca Limited, (A Non-U. S. Company or Corporation), GB 
(United Kingdom) 
[Assignee Code(s): 32757] 
8-793,023 

February 21, 1997 (19970221) 

9417532, GB (United Kingdom) , August 31, 1994 (19940831) 
PCT-GB95-02030 (WO 95GB2030) 
Section 371 Date: February 21, 1997 (19970221) 
Section 102(e) Date: February 21, 1997 (19970221) 
Filing Date: August 29, 1995 (19950829) 
Publication Number: WO96-06822 (WO 966822) 
Publication Date: March 07, 1996 (19960307) 

This application is a national stage filing under 35 U.S.C. selection 371 
of PCT-GB95-02030, filed Aug. 29, 1995. 



PATENT NO. : 

ISSUED: 

INVENTOR(s) 



ASSIGNEE(s) 



APPL. NO. : 
FILED: 
PRIORITY: 
PCT: 



FULL TEXT: 



3926 lines 



5/3/4 (Item 2 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 



02983736 

Utility 

TREATMENT OF AUTOIMMUNE 
COMBINATION WITH METHOTREXATE 



DISEASE 



USING 



TOLERIZATION 



IN 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 
FILED: 



5,935,577 

August 10, 1999 (19990810) 

Weiner, Howard L., Brookline, MA (Massachusettes) , US (United 
States of America) 

Al-Sabbagh, Ahmad, West Roxbury, MA (Massachusettes), US 
(United States of America) 

Nelson, Patricia A. , Palo Alto, CA (California), US (United 
States of America) 

Autoimmune Inc , (A U.S. Company or Corporation), Lexington, 
MA (Massachusetts), US (United States of America) 
[Assignee Code(s): 35707] 
9-12, 806 

January 23, 1998 (19980123) 



This application claims priority pursuant to 35 U.S.C. selection 119 from 
Provisional Patent Application Serial No. 60-036,722 filed Jan. 24, 1997, 
the disclosure of which is hereby incorporated in its entirety. 



FULL TEXT: 



1367 lines 



5/3/5 (Item 3 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02913204 

Utility 

TREATMENT OF ARTHROPATHIES WITH VANADATE COMPOUNDS OR ANALOGUES THEREOF 
PATENT NO. : 5, 871, 779 

ISSUED: February 16, 1999 (19990216) 

INVENTOR(s): Cruz, Tony, Etobicoke, CA (Canada) 

ASSIGNEE(s): Mount Sinai Hospital Corporation, (A Non-U. S. Company or 

Corporation), Toronto, CA (Canada) 

[Assignee Code{s): 21289] 
APPL. NO. : 8-662, 859 
FILED: June 12, 1996 (19960612) 

This is a continuation-in-part of PCT International Application No. 
PCT-CA95-00019, filed Jan. 18, 1995, designating the United States as a 
continuation-in-part of United States application Ser. No. 08-181,980, 
filed on Jan. 14, 1994, which are incorporated by reference. 

FULL TEXT: 1742 lines 



5/3/6 (Item 4 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02910569 

Utility 

METHODS OF RECEPTOR MODULATION AND USES THEREFOR 

[ Binding to cell surface receptors and affecting their trafficking pathway 
for the treatment and diagnosis of disorders in warm-blooded animals] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 
FILED: 



5, 869, 465 

February 09, 1999 (19990209) 

Morgan, Jr. A. Charles, Edmonds, WA (Washington), US (United 
States of America) 

Wilbur, D. Scott, Edmonds, WA (Washington), US (United States 
of America) 

Receptagen Corporation, (A U.S. Company or Corporation), 
Edmonds, WA (Washington), US (United States of America) 
University of Washington, (A U.S. Company or Corporation), 
Seattle, WA (Washington), US (United States of America) 
[Assignee Code (s) : 2937; 43825] 
8-406, 194 

March 16, 1995 (19950316) 



CROSS-REFERENCE TO RELATED APPLICATION 

This application is a continuation-in-part of U.S. patent application 
Ser. No. 08-224,831, filed Apr. 8, 1994, now abandoned. 



FULL TEXT: 



2659 lines 



5/3/7 (Item 5 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02895781 

Utility 



METHODS FOR INHIBITING PROLIFERATION OF TUMOR CELLS AND TUMOR GROWTH 

'[A 7- (substituted amino) -9- (substituted glycyl ) amido) -6-demethyl-6-deoxytet 

racycline] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 
FILED: 



5,856,315 

January 05, 1999 (19990105) 

Backer, Joseph M . , Tenafly, NJ (New Jersey), US (United States 
of America) 

Bohlen, Peter, Cortland Manor, NY (New York) , US (United 
States of America) 

American Cyanamid Company, (A U.S. Company or Corporation), 
Madison, NJ (New Jersey), US (United States of America) 
[Assignee Code(s): 2888] 
-84,484 
May 26, 1998 (19980526) 

CROSS REFERENCE TO RELATED APPLICATION 



The present application is a division of U.S. patent application Ser. No. 
08-354,694, filed Dec. 13, 1994, entitled "Method of Inhibiting 
Angiogenesis, Proliferation of Endothelial or Tumor Cells and Tumor 
Growth" . 



FULL TEXT: 



787 lines 



5/3/8 (Item 6 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02881814 

Utility 

AROMATIC AMINO ETHERS AS PAIN RELIEVING AGENTS 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE ( s ) 



APPL. NO. : 

FILED: 

PRIORITY: 

PCT: 



FULL TEXT: 



5,843, 942 

December 01, 1998 (19981201) 

Breault, Gloria Anne, Congleton, GB (United Kingdom) 
Tucker, Howard, Macclesfield, GB (United Kingdom) 
Oldfield, John, Wilmslow, GB (United Kingdom) 
Warner, Peter, Macclesfield, GB (United Kingdom) 
Zeneca Limited, (A Non-U. S. Company or Corporation), GB 
(United Kingdom) 
[Assignee Code(s): 32757] 
8 ~7 7 6 275 

January 24, 1997 (19970124) 
9414924, GB (United Kingdom) , 
9501288, GB (United Kingdom) , 
PCT-GB95-01728 (WO 95GB1728) 
Section 371 Date: January 24, 

Section 102(e) Date: January 24, 1997 (19970124 
Filing Date: July 21, 1995 (19950721) 
Publication Number: WO96-03380 (WO 963380) 
Publication Date: February 08, 1996 (19960208) 
3960 lines 



July 25, 1994 (19940725) 
January 24, 1995 (19950124; 

1997 (19970124) 



5/3/9 (Item 7 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02881797 

Utility 

METHODS FOR INHIBITING ANGIOGENESIS, PROLIFERATION OF ENDOTHELIAL OR TUMOR 
CELLS AND TUMOR GROWTH 



PATENT NO. : 5,843, 925 



ISSUED: December 01, 1998 (19981201) 

1 INVENTOR (s) : Backer, Joseph M., Tenafly, NJ (New Jersey), US (United States 
of America) 

Bohlen, Peter, Cortland Manor, NY (New York), US (United 
States of America) 

ASSIGNEE(s): American Cyanamid Company, (A U.S. Company or Corporation), 
Madison, NJ (New Jersey), US (United States of America) 
[Assignee Code(s): 2888] 

APPL. NO. : 8-354, 694 

FILED: December 13, 1994 (19941213) 

FULL TEXT: 877 lines 



5/3/10 (Item 8 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts . reserv. 
02878460 

Utility 

RECEPTOR MODULATING AGENTS 
[Vitamin bl2 dimer] 

PATENT NO. : 5, 840, 880 

ISSUED: November 24, 1998 (19981124) 

INVENTOR(s): Morgan, Jr. A. Charles, Edmonds, WA (Washington), US (United 
States of America) 

Wilbur, D. Scott, Edmonds, WA (Washington), US (United States 
of America) 

ASSIGNEE (s): Receptagen Corporation, (A U.S. Company or Corporation), 
Edmonds, WA (Washington), US (United States of America) 
University of Washington, (A U.S. Company or Corporation), 
Seattle, WA (Washington), US (United States of America) 
[Assignee Code(s): 2937; 43825] 

APPL. NO. : 8-406, 191 

FILED: March 16, 1995 (19950316) 

CROSS-REFERENCE TO RELATED APPLICATION 
This application is a continuation-in-part of U.S. patent application 
Ser. No. 08-224,831, filed Apr. 8, 1994, abandoned. 

FULL TEXT: 2703 lines 



5/3/11 (Item 9 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) format only 1999 The Dialog Corp. 



All rts . reserv. 



02878297 

Utility 

WATER SOLUBLE VITAMIN B. SUB. 12 RECEPTOR MODULATING AGENTS AND METHODS 
RELATED THERETO 
[Targets and linkers] 

PATENT NO. : 5, 840, 712 

ISSUED: November 24, 1998 (19981124) 

INVENTOR(s): Morgan, Jr. A. Charles, Mill Creek, WA (Washington), US 
(United States of America) 

Wilbur, D. Scott, Edmonds, WA (Washington), US (United States 
of America) 

Pathare, Pradip M., Seattle, WA (Washington), US (United 
States of America) 
ASSIGNEE(s): Receptagen Corporation, (A U.S. Company or Corporation), 
Edmonds, WA (Washington), US (United States of America) 
University of WA, (A U.S. Company or Corporation), Edmonds, WA 

(Washington) , US (United States of America) 

[Assignee Code (s) : 2937; 43825] 



APPL. NO. : 8-545, 151 

'FILED: October 19, 1995 (19951019) 



This application is a continuation-in-part of PCT-US95-04404 , filed Apr. 

7,1995; which application is a continuation-in-part of U.S. patent 

applications Ser. No. 08-406,191, Ser. No. 08-406,192, now U.S. Pat. No. 

5,739,287, and Ser. No. 08-406,194, all filed Mar. 16, 1995; which in turn 

are continuations-in part of U.S. application Ser. No. 08-224,831, filed 
Apr. 8,1994 now abandoned. 

FULL TEXT: 3610 lines 



5/3/12 (Item 10 from file: 654) 

DIALOG (R) File 654 : US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02871419 

Utility 

SUBSTITUTED ARYL AND HETEROARYL COMPOUNDS AS E-TYPE PROSTAGLANDIN 
ANTAGONISTS 

[ Antiinflammatory agents, antiarthritic agents, analgesics treating 
rheumatic disease, bone disorder, injuries] 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) : 



APPL. NO. : 

FILED: 

PRIORITY: 



5, 834, 468 

November 10, 1998 (19981110) 

Breault, Gloria Anne, Congleton, GB (United Kingdom) 
Oldf ield, John, Wilms low, GB (United Kingdom) 
Tucker, Howard, Macclesfield, GB (United Kingdom) 
Warner, Peter, Macclesfield, GB (United Kingdom) 



FULL TEXT: 



Zeneca Limited, (A Non-U. S 
GB (United Kingdom) 
[Assignee Code(s): 32757] 
8-673, 878 

July 02, 1996 (19960702) 
9513900, GB (United Kingdom) , 
9513902, GB (United Kingdom), 
9513924, GB (United Kingdom) , 
9513927, GB (United Kingdom), 
951903, GB (United Kingdom), 
951923, GB (United Kingdom) , 
2658 lines 



Company or Corporation) , London, 



July 7, 1995 (19950707) 
July 7, 1995 (19950707) 
July 7, 1995 (19950707) 
July 7, 1995 (19950707) 
July 7, 1995 (19950707) 
July 7, 1995 (19950707) 



5/3/13 (Item 11 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02846645 

Utility 

ORTHO SUBSTITUTED AROMATIC COMPOUNDS USEFUL AS ANTAGONISTS OF THE PAIN 
ENHANCING EFFECTS OF E-TYPE PROSTAGLANDINS 
[Pain relievers] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 

FILED: 

PRIORITY: 



5,811,459 

September 22, 1998 (19980922) 

Breault, Gloria Ann, Congleton, GB (United Kingdom) 

Oldfield, John, Wilmslow, GB (United Kingdom) 

Tucker, Howard, Macclesfield, GB (United Kingdom) 

Warner, Peter, Macclesfield, GB (United Kingdom) 

Zeneca Limited, (A Non-U. S. Company or Corporation), London, 

GB (United Kingdom) 

[Assignee Code(s): 32757] 

8-647, 977 

June 04, 1996 (19960604) 

9420557, GB (United Kingdom) , October 12, 1994 (19941012) 



1 

PCT: PCT-GB95-02417 (WO 95GB2417) 

Section 371 Date: June 04, 1996 (19960604) 

Section 102(e) Date: June 04, 1996 (19960604) 

Filing Date: October 12, 1995 (19951012) 

Publication Number: WO96-11902 (WO 9611902) 

Publication Date: April 25, 1996 (19960425) 
FULL TEXT: 5986 lines 



5/3/14 (Item 12 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. 



reserv . 



02796108 

Utility 

BENZOYLECGONINE, ECGONINE AND ECGONIDINE DERIVATIVES 



SC (South Carolina), US (United 
(California), US (United States 



Indio, CA 



5,763, 456 

June 09, 1998 (19980609) 
Wynn, James E., Summerville, 
States of America) 
Somers, Lowell M., Indio, CA 
of America) 

Entropin, Inc , (A U.S. Company or Corporation), 
(California), US (United States of America) 
[Assignee Code(s): 35052] 
8-750, 901 

February 28, 1997 (19970228) 
PCT-US95-07268 (WO 95US7268) 
Section 371 Date: February 28 
Section 102(e) Date: February 28, 1997 
Filing Date: June 14, 1995 (19950614) 
Publication Number: W095-34561 (WO 9534561) 
Publication Date: December 21, 1995 (19951221) 

CROSS-REFERENCE 

This application is a 371 of PCT-US95-07268 filed Jun. 14, 1995. 
FULL TEXT: 1007 lines 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s ] 



APPL. NO. 

FILED: 

PCT: 



(19970228) 

19970228) 



5/3/15 (Item 13 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) format only 1999 The Dialog Corp. 



All rts. reserv. 



02770545 

Utility 

BIOTINYLATED COBALAMINS 

[ Bound also to a receptor modulating agent to impede cell surface receptor 
trafficking pathways by inhibiting the recycling of receptors to the cell 
surface; antitumor and -carcinogenic agents; leukemia] 

PATENT NO. : 5,739, 287 

ISSUED: April 14, 1998 (19980414) 

INVENTOR(s): Wilbur, D. Scott, Edmonds, WA (Washington), US (United States 
of America) 

Pathare, PradipM., Seattle, WA (Washington), US (United 
States of America) 

Morgan, Jr. A. Charles, Camino Island, WA (Washington), US 
(United States of America) 
ASSIGNEE(s): Receptagen Corp , (A U.S. Company or Corporation), Edmonds, WA 
(Washington), US (United States of America) 
University of Washington, (A U.S. Company or Corporation), 
Seattle, WA (Washington), US (United States of America) 
[Assignee Code (s) : 2937; 43825] 



APPL. NO. : 8-406, 192 

'FILED: March 16, 1995 (19950316) 



CROSS-REFERENCE TO RELATED APPLICATION 

This application is a continuation-in-part of U.S. patent application 
Ser. No. 08-224,831, filed Apr. 8, 1994, now abandoned. 

FULL TEXT: 3187 lines 



5/3/16 (Item 14 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02713485 

Utility 

ANTI-RECEPTOR AND GROWTH BLOCKING ANTIBODIES TO THE VITAMIN B. SUB. 12 

/TRANSCOBALAMIN II RECEPTOR AND BINDING SITES 

[Antagonists] 

PATENT NO. : 5, 688, 504 

ISSUED: November 18, 1997 (19971118) 

INVENTOR (s) : Morgan, Jr. Alton Charles, Edmonds, WA (Washington), US 

(United States of America) 
ASSIGNEE(s): Receptagen Corporation, (A U.S. Company or Corporation), 

Edmonds, WA (Washington), US (United States of America) 

[Assignee Code(s): 43825] 
APPL. NO. : 8-306, 504 

FILED: September 13, 1994 (19940913) 

CROSS-REFERENCE TO RELATED APPLICATION 

This application is a continuation-in-part of pending U.S. patent 
application Ser. No. 07-880,540, filed May 8, 1992 now abandoned. 
FULL TEXT: 1791 lines 



5/3/17 (Item 15 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02685300 

Utility 

DERIVATIVES OF BENZOYLECGONINE, ECGONINE AND ECGONIDINE AND METHODS FOR 
PREPARING AND USING SAME 

[Immunoregulatory, neuromuscular, joint and connective tissue disorders] 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 
FILED: 



5, 663, 345 

September 02, 1997 (19970902) 

Somers, Lowell M . , Indio, CA (California), US (United States 
of America) 

Wynn, James E . , Summerville, SC (South Carolina), US (United 
States of America) 

Entropin, Inc , (A U.S. Company or Corporation), Indio, CA 
(California), US (United States of America) 
[Assignee Code(s): 35052] 
8-463, 123 

June 05, 1995 (19950605) 



CROSS-REFERENCE TO RELATED APPLICATIONS 



This application is a division of application Ser. No. 08-320,050, filed 
Oct. 7, 1994, U.S. Pat. No. 5,559,123, which is a division of Ser. No. 
07-999,307, filed Dec. 31, 1992, now U . S . Pat. No. 5,376,667. 



FULL TEXT: 



762 lines 



5/3/18 (Item 16 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02588867 

Utility 

METHODS FOR INHIBITING ANGIOGENESIS PROLIFERATION OF ENDOTHELIAL OR TUMOR 
CELLS AND TUMOR GROWTH 

[Administering substituted 6-demethyl-6-deoxytetracycline] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE(s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



5, 574, 026 

November 12, 1996 (19961112) 

Backer, Joseph M., Tenafly, NJ (New Jersey), US (United States 
of America) 

Bohlen, Peter, Cortland Manor, NY (New York) , US (United 
States of America) 

Sum, Phaik-Eng, Pomona, NY (New York) , US (United States of 
America) 

American Cyanamid Company, (A U.S. Company or Corporation), 
Madison, NJ (New Jersey), US (United States of America) 
[Assignee Code(s): 2888] 
8-355, 392 

December 13, 1994 (19941213) 
795 lines 



5/3/19 (Item 17 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02581908 

Utility 

METHOD FOR INHIBITING ANGIOGENESIS, PROLIFERATION OF ENDOTHELIAL OR TUMOR 
CELLS AND TUMOR GROWTH 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



5, 567, 693 

October 22, 1996 (19961022) 

Backer, Joseph M., Tenafly, NJ (New Jersey), US (United States 
of America) 

Bohlen, Peter, Cortland Manor, NY (New York) , US (United 
States of America) 

Sum, Phaik-Eng, Pomona, NY (New York), US (United States of 
America) 

American Cyanamid Company, (A U.S. Company or Corporation), 
Madison, NJ (New Jersey), US (United States of America) 
[Assignee Code(s): 2888] 
8-354, 688 

December 13, 1994 (19941213) 
921 lines 



5/3/20 (Item 18 from file: 654) 

DIALOG (R) File 654: US Pat . Full . 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02576926 

Utility 

METHODS FOR INHIBITING ANGIOGENESIS, PROLIFERATION OF ENDOTHELIAL OR TUMOR 
CELLS AND TUMOR GROWTH 

[Administering 9- ( (substituted glycyl ) amido) -6-demethyl-6-deoxytetracycline 
derivative] 



PATENT NO. : 5, 563, 130 



ISSUED: 
■ INVENTOR (s) 



ASSIGNEE(s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



[19961008) 
Tenafly, NJ 



NY 



New Jersey) , US (United States 
(New York) , US (United 



October 08, 1996 
Backer, Joseph M 
of America) 

Bohlen, Peter, Cortland Manor, 
States of America) 

American Cyanamid Company, (A U.S. Company or Corporation), 
Madison, NJ (New Jersey), US (United States of America) 
[Assignee Code(s): 2888] 
8-355, 371 

December 13, 1994 (19941213) 
714 lines 



5/3/21 (Item 19 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02572490 

Utility 

DERIVATIVES OF BENZOYLECGONINE, ECGONINE AND ECGONIDINE AND METHODS FOR 
PREPARING AND USING SAME 

[ Treatment of disorders of neuromusclular system, joints connective 
tissues, myocardial ischemia, antiinflammatory agents, analgesics] 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. 
FILED: 



5,559,123 

September 24, 1996 (19960924) 

Somers, Lowell M., Indio, CA (California), US (United States 
of America) 

Wynn, James E . , Summerville, SC (South Carolina), US (United 
States of America) 

Entropin, Inc, (A U.S. Company or Corporation), Indio, CA 
(California), US (United States of America) 
[Assignee Code(s): 35052] 
8-320, 050 

October 07, 1994 (19941007) 



CROSS-REFERENCE TO RELATED APPLICATION 
This application is a divisional of application Ser. No. 07-999,307, 
filed Dec. 31, 1992, U.S. Pat. No. 5,376,667. 



FULL TEXT: 



836 lines 



5/3/22 (Item 20 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 



02547990 

Utility 

ANT UN FLAMMATORY AN D 

5, 10-DIDEAZAAMINOPTERINS 



ANTINEOPLASTIC 



5-DEAZAAMINOPTERINS 



AND 



PATENT NO. : 5, 536, 724 

ISSUED: July 16, 1996 (19960716) 

INVENTOR(s): DeGraw, Joseph I., Sunnyvale, CA (California), US (United 
States of America) 

Colwell, William T., Menlo Park, CA (California), US (United 
States of America) 

Sirotnak, Francis M. , New York, NY (New York), US (United 
States of America) 

Smith, R. Lane, Palo Alto, CA (California), US (United States 
of America) 

Piper, James R. , Birmingham, AL (Alabama), US (United States 
of America) 

ASSIGNEE(s): Sloan-Kettering Institute, (A U.S. Company or Corporation), 
New York, NY (New York), US (United States of America) 



SRI International, (A U.S. Company or Corporation), Menlo Park 
, CA (California), US (United States of America) 
[Assignee Code (s) : 1305; 2630] 
EXTRA INFO: Assignment transaction [Reassigned], recorded August 26, 

1997 (19970826) 

Assignment transaction [Reassigned] , recorded April 9, 

1998 (19980409) 
APPL. NO. : 8-140, 793 

FILED: October 21, 1993 (19931021) 

This is application is a continuation-in-part of the U.S. patent 
application for "Novel Antiinflammatory and Antineoplastic 

10-Deazaaminopterins", Ser. No. 08-090,750, U.S. Pat. No. 5,354,751 filed 
on Jul. 12, 1993 which is a continuation-in-part of the PCT application 
U.S. Ser. No. 93-03965 filed on Apr. 28, 1993 entitled "Deazaaminopterins 
for Treatment of Inflammation", which is a continuation-in-part of the U.S. 
patent application for "Process for Preparing 10-Deazaaminopterins and 
5,10- and 8 , 10-Dideazaaminopterins from Pteroic Dicarboxylic Acid 
Diesters", Ser. No. 08-028,431 filed on Mar. 9, 1993 U.S. Pat. No. 
5,374,726 and of the U.S. patent application for 

"Heteroaroyl-10-Deazaaminopterins and 5, 10-Dideazaaminopterins for 
Treatment of Inflammation", Ser. No. 08-008,919 filed on Jan. 26, 1993 
abandoned and of the U.S. patent application for 

"Heteroaroyl-10-deazaaminopterins for Treatment of Inflammation", Ser. No. 
07-938,105 filed on Aug. 31, 1992 abandoned and of the U.S. patent 
application for "10-Alkenyl and 10-Alkynyl-10-Deazaaminopterins, " Ser. No. 
07-845,407 abandoned filed on Mar. 3, 1992, and of the U.S. patent 
application for "5-Deazaaminopterins and 5 , 10-Dideazaaminopterins for 
Treatment of Inflammation, Ser. No. 07-875,779 filed on Apr. 29, 1992 
abandoned . 

FULL TEXT: 2372 lines 



5/3/23 (Item 21 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02535783 

Utility 

COVALENTLY COUPLED BENZOYLECGONINE ECGONINE AND ECGONIDINE 

[ Alleviating symptoms of autoimmune diseases, neuromuscular disorders, 
joint disorders, connective tissue disorders, circulatory disorders, pain] 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



5, 525, 613 

June 11, 1996 (19960611) 

Wynn, James E . , Summerville, SC (South Carolina), US (United 
States of America) 

Somers, Lowell M., Indio, CA (California), US (United States 
of America) 

Entropin, Inc, (A U.S. Company or Corporation), Indio, CA 

(California), US (United States of America) 

[Assignee Code(s): 35052] 
8-260,054 

June 16, 1994 (19940616) 
968 lines 



5/3/24 (Item 22 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02472845 

Utility 

TRIPTERININ COMPOUND AND METHOD 

[Immunosuppressive compounds for treatment of arthritis] 



• PATENT NO. : 5, 468,112 

ISSUED: November 21, 1995 (19951121) 

INVENTOR(s): Xu, Ren S., Palo Alto, CA (California), US (United States of 
America) 

Wiedmann, Tien W., Stanford, CA (California), US (United 
States of America) 

ASSIGNEE(s): Pharmagenesis , Inc, (A U.S. Company or Corporation), Palo Alto 
, CA (California), US (United States of America) 
[Assignee Code(s): 37461] 

APPL. NO. : 8-31, 288 

FILED: March 10, 1993 (19930310) 

FULL TEXT: 819 lines 



5/3/25 (Item 23 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02370237 

Utility 

DERIVATIVES OF BENZOYLECGONINE, ECGONINE AND THEIR MULTIPLE PHARMACOLOGICAL 
PROPERTIES 

[ Immunoregulatory, neuromuscular disorders, pain] 



PATENT NO . : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL. NO. : 
FILED: 
FULL TEXT: 



5, 376, 667 

December 27, 1994 (19941227) 

Somers, Lowell M . , Indio, CA (California), US (United States 
of America) 

Wynn, James E . , Summerville, SC (South Carolina), US (United 
States of America) 

Entropin, Inc, (A U.S. Company or Corporation), Indio, CA 
(California), US (United States of America) 
[Assignee Code(s): 35052] 
7-999, 307 

December 31, 1992 (19921231) 
838 lines 



5/3/26 (Item 24 from file: 654) 

DIALOG (R) File 654: US Pat. Full. 

(c) format only 1999 The Dialog Corp. All rts. reserv. 
02345901 

Utility 

HETEROAROYL 10-DEAZAAMINO-PTERINE COMPOUNDS AND USE FOR RHEUMATOID 
ARTHRITIS 

[Antiinflammatory agents, leukemia] 



PATENT NO . : 
ISSUED: 
INVENTOR (s] 



ASSIGNEE (s) 



EXTRA INFO: 



5, 354, 751 

October 11, 1994 (19941011) 

DeGraw, Joseph I., Sunnyvale, CA (California), US (United 
States of America) 

Colwell, William T . , Menlo Park, CA (California), US (United 
States of America) 

Sirotnak, Francis M., New York, NY (New York), US (United 
States of America) 

Smith, R. Lane, Palo Alto, CA (California), US (United States 
of America) 

Piper, James R. , Birmingham, AL (Alabama), US (United States 
of America) 

SRI International, (A U.S. Company or Corporation), Menlo Park 
, CA (California), US (United States of America) 
[Assignee Code(s): 2630] 

Assignment transaction [Reassigned] , recorded August 26, 
1997 (19970826) 



Assignment transaction [Reassigned] , recorded April 9, 
1998 (19980409) 
APPL. NO. : 8-90, 750 

FILED: July 12, 1993 (19930712) 

This application is a continuation-in-part of the U.S. patent application 
for "Process for Preparing 10-Deazaaminopterins and 5,10- and 
8, 10-Dideazaaminopterins from Pteroic Dicarboxylic Acid Diesters" Ser. No. 
08-028,431 pending filed on Mar. 9, 1993 and of the U.S. patent application 
for "Heteroaroyl-10-Deazaaminopterins and 5, 10-Dideazaaminopterins for 
Treatment of Inflammation" Ser. No. 08-008,919 pending filed on Jan. 26, 
1993 and of the U.S. patent application for 

"Heteroaroyl-10-deazaaminopterins for Treatment of Inflammation' 1 Ser. No. 
07-938,105 filed on Aug. 31, 1992 now abandoned and of the U.S. patent 
application for "10-Alkenyl and 10-Alkynyl-10-Deazaaminopterins , " Ser. No. 
07-845,407 filed on Mar. 3, 1992, now abandoned and of the U.S. patent 
application for " 5-Deazaaminopterins and 5 , 10-Dideazaaminopterins for 
Treatment of Inflammation, Ser. No. 07-875,779 filed on Apr. 29, 1992, now 
abandoned. 

FULL TEXT: 1695 lines 



5/3/27 (Item 25 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
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All rts . reserv. 



01987553 

Utility 

10-DEAZAAMINOPTERIN: A NEW ARTHRITIS REMITTIVE DRUG 
[10-Deazaaminopterin: a new arthritis remittive drug] 

PATENT NO. : 5, 030, 634 

ISSUED: July 09, 1991 (19910709) 

INVENTOR(s): Krumdieck, Carlos L., 3408 Welford Cir., Birmingham, AL 
(Alabama), US (United States of America), 35226 
Castaneda, Oswaldo, Apartment 2713, Clinica Anglo Americana, 
Lima, PE (Peru) 

Alarcon, Graciela, 1221 Rumson Dr., Birmingham, AL (Alabama), 
US (United States of America), 35226 

Koopman, William J., 452-H Wildwood La., Helena, AL (Alabama), 
US (United States of America), 35080 

Nair, Madhavan G., 7005 Charleston Oaks Dr., Mobile, AL 

(Alabama), US (United States of America), 36695 

[Assignee Code(s): 68000] 
EXTRA INFO: Expired, effective July 9, 1999 (19990709), recorded in O.G. 

of September 7, 1999 (19990907) 
APPL. NO. : 7-500, 911 

FILED: March 29, 1990 (19900329) 

FULL TEXT: 347 lines 

? t s5/k/4,26,27 
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TREATMENT OF AUTOIMMUNE DISEASE USING TOLERIZATION IN 
COMBINATION WITH METHOTREXATE 

ABSTRACT 

A combination of a mucosally administrable bystander antigen and an 
orally, enterally, or parenterally administrable methotrexate is 
employed to make a pharmaceutical formulation and to treat or prevent 
autoimmune disease. The amounts of bystander antigen and 
methotrexate are effective in combination to suppress 
autoimmune response associated with the autoimmune disease 



. . . autoantigens or bystanders antigens. 

None of these applications, however, describes any form of tolerization 
in combination with methotrexate therapy. Also, prior to the present 
invention, it was not known whether methotrexate, which inhibits cell 
division, would inhibit cells involved in mediating mucosal tolerance in 
the treatment of autoimmune disease. 

One object of the invention is to allow administration of less toxic 
amounts of methotrexate in the treatment of autoimmune 
diseases . 

An additional object is to allow administration of methotrexate in 
more frequent administrations in order to reduce the amount that is 
administered at one... 

. . .OF THE INVENTION 

In one embodiment, the present invention relates to a method for treating 
autoimmune disease. The method involves mucosally administering a 
bystander antigen. The method also involves orally, enterally, or 
parenterally administering methotrexate . The amounts of bystander 
antigen and methotrexate are effective in combination to 
suppress autoimmune response associated with the autoimmune 
disease . 

In another embodiment, the present invention relates to a pharmaceutical 
combination for oral or enteral administration to treat 
autoimmune disease. The combination comprises 

methotrexate and a bystander antigen, the amounts of the bystander 
antigen and methotrexate being effective in combination to 
suppress autoimmune response associated with the autoimmune 
disease . 

In another embodiment, the present invention relates to a method for 
treating autoimmune disease. The method involves mucosally 
administering an autoantigen. The method also involves orally, enterally, 
or parenterally administering methotrexate . The amounts of 
autoantigen and methotrexate are effective in combination to 
suppress autoimmune response associated with the disease. 

In another embodiment, the present invention relates to a pharmaceutical 
combination for oral or enteral administration to treat 
autoimmune disease. The combination comprises 

methotrexate and an autoantigen, the amounts of the autoantigen and 
methotrexate being effective in combination to suppress 
autoimmune response associated with the autoimmune disease. 
...of each treatment separately. 

In one embodiment, the present invention allows a lower amount of 
methotrexate to be administered for treatment of autoimmune 
disease than would otherwise be necessary (a suboptimal dose) . This is 
highly advantageous because of methotrexate's high toxicity. Thus, 
for example, the suppressive effect of administering a combination of 
methotrexate and MBP has been found to be more effective than the effect of 
...interfere with this benefit of mucosal tolerization. 

In addition, it has been determined that the combination of 
methotrexate and tolerizing agent can be frequently administered at lower 
doses per administration. While methotrexate is normally administered 
once a week in a high dose to treat autoimmune disease, the 
combination of the invention has been found to be effective when 
administered three times a week... is one observed by a clinician of 
ordinary skill in the field of a particular autoimmune disease.) 



When combined with methotrexate treatment, the dosage of 



bystander antigen (or autoantigen) may equal that ...have been used if the 
bystander antigen (or autoantigen) was administered alone, except that the 
combination is more effective in abating autoimmune reaction. 

Where the dosage of methotrexate is as high as that where 
methotrexate is used alone, the combination with a bystander 
antigen or autoantigen can result in enhanced suppressive effects . 
Alternately, a sub... the information disclosed herein and well known 
information concerning administration of bystander antigens, autoantigens , 
and methotrexate. Routine variation of dosages, combinations, 
and duration of treatment is performed under circumstances wherein the 
severity of autoimmune reaction can be measured. Useful dosage and 
administration parameters are those that result in reduction ... dose of 
methotrexate can be administered than is optimal, but, as a result of the 
combination with MBP, a suppressive effect is achieved that is 
similar to that of an optimal dose of methotrexate alone . In 
addition, the combination eliminates the rebound effect associated 
with methotrexate administration alone. 

EXAMPLE 3 

Suppression of Collagen Induced Arthritis in Mice with a 
Combination of Methotrexate and Tolerizing Agent 

DBA/J1 mice were orally dosed once a day for 5 consecutive... 
...that is, or is derived from, a component specific to the organ or tissue 
under autoimmune attack; and 
(b) orally, enterally, or parenterally administering methotrexate; 

wherein the amounts of said bystander antigen and methotrexate are 
effective in combination to suppress autoimmune response 
associated with said disease. 

2. The method of claim 1 wherein said bystander antigen and said 
methotrexate are more effective in suppressing said response in 
combination compared to the suppressive effects achieved by 
administering each alone. 

3. The method of claim... of a composition comprising MBP; and 

(b) orally, enterally, or parenterally administering an amount of 
methotrexate ; 

wherein the amounts of said composition and methotrexate are 
effective in combination in suppressing autoimmune response 
associated with said disease. 

16. The method of claim 15 wherein said composition comprises... 
...method of claim 18 wherein said composition is bovine myelin. 

20. A method for treating autoimmune disease comprising: 

(a) mucosally administering an autoantigen; and 

(b) orally, enterally, or parenterally administering methotrexate; 

wherein the amounts of said autoantigen and methotrexate are 
effective in combination to suppress autoimmune response 
associated with said disease. 

21. The method of claim 20 wherein said disease is... 

... a bystander antigen, wherein the amounts of said bystander antigen and 
methotrexate are effective in combination to suppress autoimmune 
response associated with said disease. 

23. A pharmaceutical formulation for oral or enteral administration to 
treat autoimmune disease, said formulation comprising 

methotrexate and an autoantigen, wherein the amounts of said 



autoantigen and methotrexate are effective in combination to 
suppress autoimmune response associated with said disease. 



5/K/26 (Item 24 from file: 654) 

DIALOG (R) File 654: (c) format only 1999 The Dialog Corp. All rts. reserv. 

. . . and despite therapies including disease-modifying antirheumatic drugs 
such as gold complexes, penicillamine, antimalarials, and 
methotrexate often require surgical joint replacement . In some 
patients with intractable rheumatoid arthritis, administration of 
immunosuppressive agents including azathioprine, methotrexate , 
cyclophosphamide, and combinations of these drugs have been proven 
beneficial. However, the actual or potential side effects of... 



5/K/27 (Item 25 from file: 654) 

DIALOG (R) File 654: (c) format only 1999 The Dialog Corp. All rts. reserv. 

. . . The results established that 10-deazaaminopterin is at least equally 
effective in all respects to methotrexate in the treatment of 
rheumatoid arthritis, and clearly superior to methotrexate in 
controlling pain, joint stiffness and in improving grip strength . 
Combined with the low frequency of toxicity and unexpectedly high 
attrition rate make 10-deazaaminopter n a superior drug than 
methotrexate in the treatment of rheumatoid arthritis in 
humans . 

In accordance with the foregoing disclosure it has been determined that 
rheumatoid arthritis can be ameliorated in humans by the 
administration of 10-deazaaminopterin . 



10-deazaaminopterin can be. 
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01592794 

Utility 

IMMUNOASSAY FOR BIOLOGICALLY ACTIVE HUMAN INTERFERON-GAMMA EMPLOYING UNIQUE 
MONOCLONAL ANTIBODIES 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



EXTRA INFO: 



APPL. NO. : 
FILED: 
FULL TEXT: 



4,666,865 

May 19, 1987 (19870519) 

Chang, Tse W., Paoli, PA (Pennsylvania), US (United States of 
America) 

Kung, Patrick C, Villanova, PA (Pennsylvania), US (United 
States of America) 

Le, Junming, New York, NY (New York), US (United States of 
America) 

Liu, Victor, Malvern, PA (Pennsylvania), US (United States of 
America) 

Vilcek, Jan, New York, NY (New York), US (United States of 
America) 

Centocor, Inc , (A U.S. Company or Corporation ), Malvern, PA 
(Pennsylvania), US (United States of America) 
[Assignee Code(s): 12273] 

Assignment transaction [Reassigned], recorded November 10, 
1998 (19981110) 

Expired, effective May 24, 1995 (19950524), recorded in O.G. 
of August 1, 1995 (19950801) 
6-570, 353 

January 13, 1984 (19840113) 
1152 lines 
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02966750 

Utility 

METHODS OF TREATING TNF . ALPHA . -MEDIATED DISEASE USING CHIMERIC ANTI-TNF 
ANTIBODIES 

PATENT NO. : 5, 919, 452 

ISSUED: July 06, 1999 (19990706) 

INVENTOR(s): Le, Junming, Jackson Heights, NY (New York), US (United 
States of America) 

Vilcek, Jan, New York, NY (New York), US (United States of 
America) 

Dadonna, Peter, Palo Alto, CA (California), US (United States 
of America) 

Ghrayeb, John, Thorndale, PA (Pennsylvania), US (United States 
of America) 

Knight, David, Berwyn, PA (Pennsylvania), US (United States of 
America) 

Seigal, Scott, Westborough, MA (Massachusettes ) , US (United 
States of America 

ASSIGNEE(s): Centocor, Inc , (A U.S. Company or Corporation), Malvern, PA 
(Pennsylvania), US (United States of America) 

New York University, (A U.S. Company or Corporation), New York 
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The mode of action of slow-acting anti -rheumatic drugs (SAARDs) is 
complex but may often include effects of cytokine (interleukin-1, IL-1, and 
tumour necrosis factor, TNF) production by monocytes/macrophages. Different 
SAARDs. May have variable effects on cytokine production in vitro depending 
on the concentration of drug, the presence of other SAARDs and individual 
variation. The gold compounds gold sodium thiomalate (GST) and auranofin 
(AF) had a bimodal effect on cytokine production. High concentrations of 
GST (> 1 .mu.g/ml) weakly inhibited IL-l-.beta. secretion (without 
affecting IL-1- . alpha . or TNF secretion and without affecting 
cell-associated IL-1- . alpha.- and IL-l-.beta. accumulation), and although AF 
(> 100 ng/ml) inhibited cytokine production it did so at concentrations 
near to the toxic range for the drug (> 2 00 ng/ml) . GST and AF when used in 
combination inhibited cytokine production in a synergistic manner even at 
concentrations that would potentiate cytokine production if used 
individually. Hydroxychloroquine (HCQ) and sulfasalazine (SAP) were two 
other inhibitory SAARDs which acted synergistically in combination. 



Combination of HCQ and SAP with gold drugs gave variable results. 
D-penicillamine (D-pen) and methotrexate (MTX) were two SAARDs that 
% generally did not affect cytokine production individually or in combination 
with other SAARDs. These results suggest that combination SAARD therapy may 
more effectively target excessive cytokine production, which is a hallmark 
of rheumatoid arthritis. 
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Tumor necrosis factor .alpha. (TNF) and interleukin-1 (IL-1) production 
by alveolar macrophages (AM) was evaluated in 17 rheumatoid arthritis (RA) 
patients without interstitial disease (ILD, Group 1) and 14 RA patients 
with clinical ILD (Group 2) in comparison with 10 control subjects. AM 
after recovery by bronchoalveolar lavage were selected by adherence, and 



then supernatants were collected after 3 or 24 h of culture. Results showed 
*no modification of IL-1 synthesis in either group of RA patients. 
Spontaneous TNF production was significantly increased in Group 2 (2.5 . +-. 
0.5 ng/ml) as well as in Group 1 (2.4 .+-. 0.4 ng/ml) compared with control 
subjects (0.43 .+-. 0.1 ng/ml, p < 0.001). In addition, AM from patients 
untreated or treated exclusively by nonsteroidal antiinflammatory drugs 
produced similar levels of TNF, whereas those receiving corticosteroids, 
second-line drugs (such as sulf asalzine , aurothiomalate , and methotrexate)! 
or the combination of both therapy regimens released significantly less 
TNF. Interestingly, TNF was not different in both groups, but Group 2 had a 
markedly increased ratio- of local immune complex to albumin in 
bronchoalveolar lavage fluid (0.47 .+-. 0.12 versus 0.07 . +-. 0.02 in Group 
1; p < 0.002). TNF thus appears an additional component of RA subclinical 
alveolitis in RA, but its prognostic value and its precise role in lung 
damage remain to be determined. Development of ILD requires certainly 
complex interactions of synergistic factors, possibly including local 
immune complexes detected in BAL fluids. 
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Eicosanoids, lymphokines, and free radicals are known to participate in 
the pathogenesis of inflammation. Tumour necrosis factor (TNF), 
interleukin-1 and 6 (IL-1 and IL-6) and colony stimulating factor-1 (CSF-lj 
are secreted mainly by activated macrophages, whereas T-cells secrete IL-2, 
IL-3, IL-4 and interf eron-gamma (IFN-gamma) ; In addition, activated 
macrophages and lymphocytes can also produce eicosanoids and free radicals 
which have potent pro- inflammatory actions. Eicosanoids, lymphokines, and 
free radicals can modulate the immune response, cell proliferation, 
stimulate collagenase and proteases secretion and induce bone resorption) 
events which are known to be associated with various collagen vascular 
diseases. On the other hand transforming growth factor-beta (TGF-beta) 
produced by synovial tissue, platelets and lymphocytes can inhibit 
collagenase production, suppress T-cell and NK-cell proliferation and 
activation and block free radical generation and seems to be of benefit in 
rheumatoid arthritis. Drugs such as cyclosporine , 1 , 25 , dihydroxycholecalcif 
erol and pentoxyfylline can block lymphokine and TNF production and thus, 
may inhibit the inflammatory process. Essential fatty acids, the precursors 
of eicosanoids, are suppressors of T-cell proliferation, IL-1, IL-2 and TNF 
production and have been shown to be of benefit in rheumatoid arthritis, 
systemic lupus erythematosus and glomerulonephritis. Thus, the interactions 
between essential fatty acids, eicosanoids, lymphokines, TGF-beta and free 
radicals suggest that new therapeutic strategies can be devised to modify 
the course of collagen vascular diseases. 



9/7/6 (Item 2 from file: 72) 

DIALOG (R) File 72 : EMBASE 

(c) 1997 Elsevier Science B.V. All rts. reserv. 

8344235 EMBASE No: 92021049 
Cytokines and drugs workshop 
Horn J.T. ; Simon P.L. 

Lilly Research Laboratories, Indianapolis IN 46285 USA 

AGENTS ACTIONS (Switzerland) , 1991, 35/SUPPL. (147-150) CODEN: AGACB 
ISSN: 0065-4299 

LANGUAGES: English 

9/7/7 (Item 3 from file: 72) 

DIALOG (R) File 72: EMBASE 

(c) 1997 Elsevier Science B.V. All rts. reserv. 

8124745 EMBASE No: 91154846 
Synovial angiogenesis 
Liote F. 

Clinique de Rhumatologie , Centre Viggo Petersen, 6, Rue Guy-Patin, 75010 
Paris France 

REV. RHUM. MAL. OSTEO-ARTICULAIRES (France) , 1991, 58/3 BIS (51-59S) 
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Synovial angiogenesis, the formation of new capillaries from pre-existent 
capillaries, is a constant feature of synovial inflammation. Strictly 
regulated, it normally disappears after recovery from the acute episode. 
However it may persist during chronic synovial inflammation and then 
participates in pannus development in RA. This is the result of biochemical 
events which have contributed to breakdown of the extracellular matrix and 
cartilage ^ in association with activation or secretion into this 
micro-environment of angiogenic factors. Relations with immuno-competent 
cells (lymphocytes and monocytes) suggest that this final common pathway 
may be partially dependent upon stimulation by the antigen. The development 
of treatment aimed at inhibiting angiogenesis could offer additional 
therapeutic hope in rheumatoid arthritis. 
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Rheumatoid arthritis is associated with both localized and generalized 
osteoporosis. Localized osteoporosis can be considered to be caused by 
local disease mechanisms, including the generation of factors from 
activation of the cytokine pathway. The etiology of generalized 
osteoporosis has been difficult to elucidate, particularly because of the 



lack of sensitive techniques to measure bone mineral density. The 
^introduction of single- and dual-photon absorptiometry and quantitative 
computed tomography has allowed more accurate assessment of bone mineral 
density. In general, bone mineral density loss at appendicular sites does 
not correlate well with axial bone density loss. Corticosteroid treatment 
exaggerates the development of osteoporosis in up to 40% of patients with 
rheumatoid arthritis. Sex hormone status, physical activity, disease 
duration, and functional class are all significant predictors for the 
development of osteoporosis. Current therapy for prevention and treatment 
is based largely on theoretical considerations. Physical activity should be 
encouraged once acute joint inflammation has settled. Postmenopausal women 
and amenorrheic premenopausal women will benefit from cyclical estrogen 
replacement. Patients with low serum 1 , 25-dihydroxy vitamin D3 levels, and 
males with low serum testosterone levels, are candidates for replacement 
therapy with the appropriate hormones. In patients who are receiving 
corticosteroids the dose should be limited, and oral calcium supplements 
are of benefit. The use of the newer corticosteroid deflazacort, and 
disease-modifying immunosuppressive drugs, are discussed. Other therapeutic 
options which should be considered, although published trials are scarce, 
are calcitonin and the diphosphonates . Further studies are awaited 
concerning the optimum prevention and treatment of osteoporosis associated 
with rheumatoid arthritis. For the present, management should be based on 
theoretical considerations. The introduction of dual-energy X-ray 
absorptiometry for measuring bone mineral density represents a significant 
improvement over the older techniques, and will assist in future clinical 
trials. Inhibitors of the cytokine pathway, or the products stemming from 
activation of this pathway, need to be evaluated in the treatment of 
osteoporosis associated with rheumatoid arthritis. 
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Non-steroidal antiinflammatory drugs (NSAID) enhanced the spreading of 
mouse and rat peritoneal macrophages attached to either plastic or glass. 
This was probably due to drug inhibition of prostaglandin E2 (PGE2) 
production since spreading was also inhibited by adding exogenous PGE2 . 
Corticosteroids (dexamethasone , Cortisol and prednisolone) and some 
immunosuppressants (6-mercaptopurine, methotrexate, but not cyclosporin-A) 
also enhanced in -vitro spreading of murine peritoneal macrophages . Some 
recombinant cytokines (human tumour necrosis factor alpha and beta, murine 
tumour necrosis factor alpha, and murine interferon gamma, but not human 
interferon gamma) also enhanced the spreading of mouse peritoneal 
macrophages in vitro. Scanning electron microscopy revealed significant 
differences in morphology of cells induced to spread by these drugs and 
cytokines. NSAID treatment also enhanced macrophage clumping in vitro, 
indicating that cell spreading may play an important role in the resolution 
of inflammatory processes and/or the formation of multinucleated giant 



cells . 
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To summarise the key points: The ability to mount an angiogenic response 
is probably present in all tissues, and stimulation of endothelial cells by 
any one of a wide variety of factors initiates a cascade of events leading 
to angiogenesis. In most tissues the overall lack of angiogenesis in normal 
situations probably results from the interaction of a complex series of 
multifactorial systems, each of which maintained in a state of balance 
between stimulation and inhibition. An imbalance in any one of these 
systems, for example by an increase in the concentration of a growth 
factor, may lead to angiogenesis. Inhibition of angiogenic stimuli is 
unlikely to be effective as an approach to new angiostatic drugs, given the 
multiple stimulatory pathways available. Tumour cells for example may 
induce angiogenesis via release of numerous growth factors, prostaglandins 
etc, and by their attraction of inflammatory cells which in turn release 
multiple angiogenic stimuli. Inhibitory modulation of many of the 
individual steps of capillary growth which occur following an angiogenic 
stimulus can block the angiogenic response. This leads to the expectation 
that an effective inhibitor of a single key step in this cascade would be 
able to completely suppress angiogenesis. Inappropriate angiogenesis is an 
important factor in many diseases including cancer and arthritis. In 
particular angiogenesis is an absolute requirement for neoplastic growth of 
solid tumours, and the establishment of secondary growths. There is also a 
strong link between induction of angiogenesis by a tumour and its ability 
to metastasise. Several drugs with proven clinical effects in diseases 
involving angiogenesis have recently been found to be angiogenesis 
inhibitors, and this may be their primary mechanism of action. In 
particular the activities of methotrexate and gold compounds in arthritis, 
and alpha- interferon and medroxyprogesterone in cancer therapy may be due 
to inhibition of angiogenesis. In animal models, treatment with 
angiogenesis inhibitors has proven anti-tumour effects in vivo, and can 
both reduce metastases and lead to regression of the primary growth by 
necrosis following capillary retraction. In man the success of 
alpha-interf eron and TNF alpha in AIDS related Kaposi's sarcoma may be due 
to inhibition of angiogenesis. Interferon has also been successfully used 
to treat pulmonary hemangiomatosis, in which angiogenesis in the lung may 
be the pathogenic basis of the disease. (33 Refs.) 
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